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Lrpvcorin >m£~~-v ^MMmmmm-?-*— 

5 &m#m 

#§J#-Lti!u<£> Kw^ ^gfiE» (progenitor) KfcV^TlS^L 

K$tl6^aigfi«^^,^mi-5 - t \z £ 9 . /^yy ^(PD)^ 
io ^Sulg«^^^(^«li- S - i ^T*t So 

mmmm^m^-r^^zmwm^h^o lot, K-/<§^fmwt#ftfi 

(PD) f JI5mSC<£> K-/«$ yl4=a-a ^©ttftftfcJtt*#JRB*CiB£ Sfc 
^^^©ttS^tt^St'fe 5 (HARRISON* S PRINCIPLES OF INTERNAL MEDICINE 
% 2 ^ m 23 J&, Isselbacher et al. H, McGraw-Hill Inc. , NY (1994) pp. 227 

5-7) 0 st-^isyytiaomfflxk^xfts M$i£tiZ> K--'^ ^fi©irF&*f5 

20 fc*^L-D0PA(3,4-i>t Kn^V7a=A'r9 = >')*ftPtS!#i'5^ife* s ^ 

*mmmm®%&mir%t&mw:^&t>tix^z> wmmnn 5690927 s P en C 

25 er et al. (1992) N. Engl. J. Med. 327: 1541-8; Freed et al. (1992) N. En 
gl. J. Med. 327: 1549-55; Widner et al. (1992) N. Engl. J. Med. 327: 155 
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6-63; Kordower et al. (1995) N. Engl. J. Med. 332: 1118-24; Defer et al. 

(1996) Brain 119: 41-50; Lopez-Lozano et al. (1997) Transp. Proc. 29: 9 
77-80) o Ld>U m£tf>£-£, Z.<DjjmX*mm<Dfe$;M, #S®(Rosenstai 
n (1995) Exp. Neurol. 33: 106; Turner et al. (1993) Neurosurg. 33: 1031- 
5 7)T*mm&1b&bmZs ft&#lBfc«^^<Lopez--Lozan 
o et al. (1997) Transp. Proc. 29: 977-80; Widner and Brudin (1988) Brain 
Res. Rev. 13: 287-324), MM&m#MM£ 9 fcJjBKfWfc^fcft^LTV'' 
5fc&£>£#^£H££(Rosenstein (1995) Exp. Neurol. 33: 106)#<£»$|* ft® 

V*mm&R^Z%&i>&&Zhx\i*&W*.tZs 10-508487 #^8;# 

10-508488 ; 10-509034 . - ©^Sfefc^V >T & 

mmft&ft&i%mt ztiZo &mKtm&mmirz>jmkvx^ mm* 

TV>S(#^ 5 P 11-509170 -^^#;#^¥ 11-501818 #^;Selawry and Cameron 
(1993) Cell Transplant 2: 123-9) . MHC y < ^"t'5]ii]JNf\ ffeA©#it, 

g #z>»&^£ £ tiffs sfcttfc»fi3*#Wfc U!iJEIftRlS:©lffl»t> 

20 5 0 

if©^#jg5RJ»IJfi^e>© in vitro fcfcttS K— j/I4= a -ny©^| 
25 $jh/fcfc©«fct>fcS (Kim et al (2002) Nature 418: 50-56) 0 sftSfcftjfcttE 
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in vivo ^*5V>T^bU#5«^^1-2>£^^fc§ 0 -c*-a ^ 

ffiV^5ri:^^$ttTV^5^WBJ!aibT«, H^(Lindvall et al. (198 
10 9) Arch. Neurol. 46: 615-31 ; Widner et al. (1992) N. Engl. J. Med. 327: 
1556-63), t hm^B^(D^mt±^y4 ^(#^8-509215 ; # 

igsp n-506930 #^ft ; 2002-522070 -^<&#) , NT2Z M&<D^&fr%k%kt h 
= a - p ^ (#^¥ 9-5050554 s =■ a — » ^MMflS (#^¥ 1 1-509729 

15 7l/7s7^>7 Y^tmU, hP-7»(fi 2002-504503 #£t$SU4$£ 2 

002-513545 -t&$6h 3t^&££*lfcES JSWI& (Kim et al (2002) Nature 41 
8: 50-56) m^ifbtlZo VfrLteft b^-ftlh, M^I4=a-ay 

(th) ^jUS^t 9 * * -/a: yih~<2®l#PTTi£3fcg 
»H5t1-^^ife(#08 2002-51775 *^#«&$j|VCV>6 0 r^^rjfett, 
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5 in vitro T'^Hfcff^Lfc K->*$ VBMB»BII&»U V> 

fPtBI^Lfc: 2002-307573-^-) c 

15 F^; ^MI^»#^^3S^^Mi-5fc«)^, E12. 5 

v * wmMtt&itwsfo ^ J- 2 mmfrfcty *) ftttx^ k— /< ^ 

y^(N-RDA;representational difference analysis ^;RDA fe(Listsyn NA (199 
5) Trends Genet. 11:303-7) rDNA |)t^i©^-»W^^ b 

20 7 ^ a i'&J #H 2001-184757 0 2001/6/19) ) fc«fc !9 lUJt Lfc e #$1 L 
feWfjt©— ort Lrp4/Corin ^a- K1"5 cDNA W\)iXh^tc 0 Lrp4 tt II §LBM 
mm&«*a- KbTV>5 1) 0 

in situ /N-r ^-r-tf-^a yict assm^©*^ ltp4 riWBTtt k— 

25 5). l^»m^d^^A^{2:d^tT©^»^mUT*3 9, iU£«*/we 
yXfoZ'bW&i-hV ^AflJM^f-K(ANP) (D$m&ft5 k^ttflX^Z II 
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mmzftm&fotcmz Lrp4 £ mmmmm±x^m^ti, anp. t k&.z 

5 mi" ^ Lr P 4 Ifif^tSWft^ Lrp4 3 
£#x.k*l5o 0!J£^ ttLnattfr&JiVvC, tfJKJKdMff^^ttin vitrei 
$Mfc$l3l Lfc K— /< 5: a— p V Sr^trigSlflljlSa* 5> ^ Lrp4 3&m*WjS«: 

(0 6)« 

io ittMHuss:*©*^ &tc\* in vitro xmm£*tfcmz.®mirz> 

$#-e#3 e Lrp4 in vitro XMK &,m£ttmz.&m%ft 

in vivo THRre>a>©3ifc-e k— ^s^a-n x^o^wbasfr^n* 

15 ^M&fch, f&a»ft**ai^*et5. It^ib^O^tt^^-r^^ in vitro 
-dgJBSltrfc Lrp43§^«£#«^Lfc^v 65B13 ^©#SH*Jh&©~*. 

V^tl^^t?^ Lrp4 *a*Jft«r^LT««&«fcfflV^ r. t X\ S ^©IB 

t 9#$t£ft5tuJ^IBJ3&te in vitro 

tBM-*(H 6). 
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mmM% in vitro in vivo ~r*tfm&*kZ>WM<0*# V — in 

vivo T?WWttia36»b^«r«W>i-63l0BI(in vivo X*<Dft£.mmm$\)<OX? V - 

[1] «T©(l)~(5)©4ta6ffiW36>fe«R§ii5K?II^ftp K-/<5 
- p yjtfmefflUfr?*-* y * * K^o 

10 (2) 1B?|J#-^: 3 * fc» 4 IB^or ^ J ^IB?iJ£ a - VirZ>mm6ffl\cftfii&}l£ 

(3) |B^J#-^: 3 * fete 4 IB^OT $ 7 W8Sffl\z&^xmKMtei$&X < SB#I& 

(4) i *^r±2 ©ssgsa^kfcstfy KUiftL-c* h 

(5) _hiE (i) ~ (4) ^mb^ij^^^^ < t hmmvtc lsmm^^mmmm 
[2] sit(d (i) ~ (6) a> # y hizm-ztiifc, 

(1) IB?U#^: 1 * fete 2 ©aaSEfllfc J; D 3 - K # y K 

(2) IB^iJ#-^: 3 * fcft 4 IBH^T ^ / ^13*0^ b fe 5 # V K 

(5) ia^ij#-^: i 2 omsia^j^w^^ia^ji^^LT^ b y y y 
<6) ±is (i) ~(5) <D#y wmftxh 'j>%<hhBT$; mn&% 
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5 [4] v-/<^>m&~~~v>'mmmmmm&miRi'%%mx*hvx, ±ibc2] 

[5] SkTtDJM&'Stt K-/^it- a -P >-itmiu»Ha5r3l^i-S^> 

(2) ±13(1) izm^xmfc&titcmmmm&mmirzTm 
&m^xx?v-~y?irz>im. 

15 a.-n^*imitiraR 

[7] f-/n°5 yi^a-a vitri^ia^»*e^tm8Bttiiad»e> K—'< 

20 iferffc 

25 
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Ktt, #^U:fuO K~'n°$ yg&^a-ta >mmm!&K%mi- 2> Ln>4 *° y ^ 
5 7"^ K£r=i— F"t"<5 ffi^iJ#-^ : 1 * » 2 fc*B*tlft &^IB?U *"&tf 

'bO-efcSo 1 Lrp4 cDNA ©:&Sia?!k LTiB?iJ#^-:2 ft 

t b Lrp4 cDNA ©&2£E?!|T*> !K ZMft GenBank R:3M|k£jh/fcR3fl"T?fc5 
(•r 7^ : Accession No. ML016869; t b Accession No. XM_035037) 0 
- IV—;*/ — sK y ^ ^ K^o — ;/] Lrp4 <£>B5?.> 

&tt in situw^y rjn—iss yxfn-^t vxfflmtimx-bzz.k&to 

© RNA <D#ffifc:ioV*T«RfK:0& LV^n £ J&5"?-;fr-#!J ^ * K7" 
15 o-^fcUm RNA^P~^(y^o-y)5r#lf5r^ja5t?#5„ # 
^©^-tf-tfyj*:? V^-K^o-^tt, 5^e^Oitt^ 4-Tir 

>\ 5-^7;w^>i/^ ^/VT 5 / ^ ^vw2-^;*-? y i^y> S-jfr/M^io* fyvr 
5 J * fyl"? y S?^ S?fc Ka ? y 2' -0-^ S?>\ /3 - 

20 D-^f7^ hVMaxt^^ 2' -0-/f;^7/^y N W / N6-^ 

25 ^ J * f-As-Z-flrt? V 0 -D-vy; vvl^a ^-fr*yy^ 5-^ h ^fj&A'Stf 

-^^/w2-^^y ^y, 5-^ h^^/^^/M^/w^y i^y> 5-p< 
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i/V y *Jy^ 2-y f-f^f-fr-m-j v^sT-ivr?; N-((9-/3-D-y tf? 
<7 y is;v-2-* ?-a> V Jr? V y-6-4 M % /w<^ ;v) h vir~ N- ( (9- j3 -D- 

y 7 ? y v/kt" y m N-y /w<*>f /v) hvt^^ ? y ^ y-s- 

5 4 U ^;xa£;fr^>\ 2-f^y^v>>\ 5-^ ?W-2-^;*- <7 y S?>\ 2- 

^^yi?y, 4-ft!>y^ 5-y^/l^yi^ N-((9-/3-D-y ^7 7/ 

v^yy y-6-r^)^/w^^/w) M/t^y, 2' -(Ky^v-5-y^/i^y >>>\ 

2' -0-y y 3-(3-T ^ J frOs^ci/Zfv tW) ? 

^ ym$L^=>-~v ywmummmmmm' 5 Lrp4 # y -^f- k& =» - k-t 

ffl^iJ^tfo @B^'J#^:3 4 f2fc<Z>T =• y ^@B?iJ&="- K^^B?!] 

15 J: 9 IB3W§-:1 2 fBiS©B#9 t fSMfc S^K^J&^t? 'bCT'feSo # 

V^/l^Jte#£iH\ Lrp4(ia^lJ#^-:3)l?fi 113-135 

20 t b Lrp4(ia^lJ#^:4)Tii 46-68r5y^aSO^^^^|r^L-C 
V^ 0 £38, ^##:3RtJS4fc|B«i©E^J 1 l>^GenBankJJ:aE»§tirv>S. 

0% s iD#*L<«:90%, §feK:«F4L<»95%£Ui(«*.Wr, 97%£fctt9 
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l g > G\zttvc&Mmvxmtm&£hx^zzk%mvfcrz>o *ixc 
i&ztfyz? v*<? Ym±om^Mv^;vx<omnm^ blast r/^yx^ 

(Altschul (1990) Proc. Natl. Acad. Sci. USA 87: 2264-8; Karlin and Altsc 
hul (1993) Proc. Natl. Acad. Sci. USA 90: 5873-7) laot^tS CI t & 
5 "CfSo ZOTAsztV XJ*\z.&^1tM&&Mz*o^X<D'7ny ! 7&k LT, BL 
ASTN(Altschul et al. (1990) J. Mol. Biol. 215: 403-10) ^|fl^$tbT*5 9 v 

^ftlftft^^frfet-O^Tft, #!jxj£. http://www. ncbi. nlm. nih. gov. 

10 $ *mWw-*~# y % ? vir*? KXp #S#ifcMtf> K— 
/^^m^^-n ^ttflE«^m^^mi-^ Lrp4 7}fy Klr^- K 

•rSIH^J#-^:l 3;fcte2 <Di£gIB?iJ/^k&S#y %9 V*^ K^*tLT* h y 

y i?* ^ b ^^ttw x y x^ x-r 5^@K?o^tp^ y 5? ^ k^>^ 

^•£ft5 e Lrp4 {CoV^T«E^!J#-^:l Sfcte 2 T^£*b5mSIB?iJ&^1-5 

©SSS2?04r^rtf # y 3* * KfcX* -X £ LT\ a o ^ wn^ X y if 
20 -Va x^-^wxy ^<-*/a ^ f-if^Xn y h^£)<k£a?VM'X 
U^f->3^}a^ fc K 5yK *7f-3\ ~!7 

Ml* X*\ ir^\ fc^^^ll^i^cDNAy-rX^y-^WV A7-f 

X7 y -a>£>#5 - 5o cdna x? y -offrfcfrfeKio^-cte, tm 

olecular Cloning, A Laboratory Manual 2 nd ed. J (Cold Spring Harbor Press 
25 (1989))£#jl-f 5 r 5 0 £fc, Tt?|£<£ cDNA 7^X7 y -RTfffS A 
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j; V) MfcmK, cDNA 7 4 79 V -<Dimte&^X\Z, £T > Lrp4 
flU&> jftgk E^^^b^T^^VMit^CChirwin et al. (1979) Biochemis 
try 18: 5294-9) „ AGPC (Chomczynski and Sacchi (1987) Anal. Biochem. 16 
2: l56-9)^(Dte&<D^mz.& 1 9±mL%mMV, mRNA Purification Kit (Pharm 

5 acia)^^V^TIDRNA§^ltlSi-So QuickPrep mRNA Purification Kit (Pharmac 
ia)OJ;5^ it^mRNA^Mi-Sfc^o^y h£*iJJiLTt> £v\, ^#^tt 
tcimh frb&&^BB&ft^X cWk AMV Reverse Transcriptase 

First-strand cDNA Synthesis Kit (£^IH) <0 «t P * cDNA^©fc»^y 
b$>.rfjflR£jh/-Ci^5„ ^e©fio^i:b-C, cDNA ft PCR StfUJH Lfc 5' -RACE& 

10 (Frohman et al. (1988) Proc. Natl. Acad. Sci. USA 85: 8998-9002; Belyavs 
ky et al. (1989) Nucleic Acids Res. 17: 2919-32) \Z. £ D^J& &l#iH6$* 

■YJ/^dlaruyama and Sugano (1994) Gene 138: 171-4; Suzuki (1997) Gene 
200: U9^6)m<D$&<D^m%mmirZ>Z.kh-V%Z>o ±&<D£5\£LXft?>fr 

15 fccDNAit, »y§fe^*-*rafi#3&tf. 

^Kl^tj-S/^^y^^-VaV^ftfcb-C^ T2XSSC, 0. 

1%SDS S 50°CJ , T2XSSC, 0. 1%SDS N 42<Cj , TlXSSC, 0. 1%SDS, 37°CJ , 
£9*byyS?*^hfc&ft.i:L*CB\ $lxJ£ T2XSSC, 0. 1%SDS, 65°CJ , 
ro.5XSSC, 0.1%SDS, 42«Cj \ T0.2XSSC, 0.1%SDS, 65^CJ 4£<&&ft<»tf 
20 Z>Z.b ffrX't 5 0 i!5 Rapid-hyb buf f er (Amersham Life Science) £r 

m^tcJjfek LT> 68^1? 30 ^±7" Wn^ :/ !J ^f-Va y^ofc^s 

ya-^minLTi^^±68 ( ci^orw^y ^W^^ *<*>&s 2 

XSSC, 0.1%SDS<f\ ^T*20^©^^3|U, 1XSSC S 0.1%SDS^ 37°CT? 
20 #<9&#£ 3 0, fcffcfc, lXSSCv 0. 1%SDS $ s 50X1X 20 ftOimk 2 Hlfi 1 
25 5 r t i>%Z.btl% 0 ^Jx.ffExpresshyb Hybridization Solution (CL 

0NTECH)<K 55 o C"C30^±7 p WN^^y^if-V3ytr ; ffV\ Mfc^ia-:/ 
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*mUU 37-55'C-e 1 ydfa'*— h U 2XSSC, 0.1%SDS4>> ^ 

mi? 20 ft(D$G&& 3 HU 1 XSSC. 0. 1%SDS H\ 37^1? 20 frCDWfrZ: 1 HtfT 5 

-i/g^2ll ©j^©|g<0i&g£±tf 5 £ i: J; !K J; 9 * b y ^ f b 
5 jfc^^-rsrfcjas-ets. ^w^^y ^f-i/g y^^^y 

^if-v-g ^Oja^Sr 60°C, $ h y LTte 68<C £ 

/^^y^f- i/ a >&<D$&®l'te^M\Z.O^X^ [TMolecular Cloning, A 
Laboratory Manual 2 nd ed. J (Cold Spring Harbor Press (1989) Section 
9. 47-9. 58) „ IfCurrent Protocols in Molecular BiologyJ (John Wiley & Son 
s (1987-1997) Sections 3-6. 4) „ fDNA Cloning 1: Core Techniques, A 
15 Practical Approach 2 nd ed. J (Oxford University (1995) iffffafc-OfXtttoK. 
Section2.10)^^#figi-Sri^t?t5e ^ zfV ^X"T*#3 % 9 V** K 
t U-Ctt, IE3W§-:1 2 ©^fc-^ittiaEWIfcSt LT^ft < £ 50% 

$f*L<»70%, $&H:#J;L<tt80%, £9Hi£F&L<B:9O%(0i| 
, 95%eA_h. $ bfctt 99%) ©WHtfc*i*6*tafiE^*rfrtf# V * 9 ^ 

/V^tfX A (Altschul (1990) Proc. Natl. Acad. Sci. USA 87: 2264-8; Karlin 
and Altschul (1993) Proc. Natl. Acad. Sci. USA 90: 5873-7) K «fc o Xfcfe 
t5-^ s tl5« ±^^^@a^J^oV^©^^7^BLASTN<?Dftfe^ 

25 LTBLASTX (Altschul et al. (1990) J. Mol. Biol. 215: 403-10) #)&SB§3&$ 
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tp://www. ncbi. nlm. nih. gov. - t 5 0 

; e©ft&> ]fcfi^*i#B8tfff(PCR) (Current Protocols in Molecular Biology, Jo 
hn Wiley & Sons (1987) Section 6. 1-6. 4) *9 „ Lrp4 (OTA V7*~J**?T 
H)^«JWI, Lrp4 t^MLfd^^^^^-r^Jl^^, t K ^ 
5 aA^^-, ~T7f*y, t^i^© 

Sl$3<D cDNA 7? V -RXfi?; ^7 A 7**7 V-frb, 1 2 \Z 

5o 0>J*.tfx S^tf-'frS')** V*^" Kf"*— — fa ^(Sange 
10 r et al. (1977) Proc. Natl. Acad. Sci. USA 74: 5463)#fcJ;5?tig2$Rrfi*? 

^m<0^-^-^V^^^^Y7n-7K^ ±13(1) IB?iJ# 
■^:l*fc^2©^iB^J^ffi^ia^Is (2)IB?'J#€-:3*fc«4|2S^T5 7 

ie^k xxf (4) 1 * it\* 2 ©t&gEaia* e> & 5 # y * 9 Kfcat u 

20 n © J: 5 < i: feSi^E Lfc 15 SSSfc-^triggiaflia* h^^V^^v^r 
^Fte, Lrp4 mRNA©#m&ftffi1"5fcfc©:^tf— :A HMH/tfcffifcfTS fc 

-a-lCtt 15~100 v * L < ft 15~35 ^O^S<t 9 fl*J$£*l*CV^ - t fcMt. b 

25 g^^SftTV^^fcaSM^LVN, ^7^^-(D^(Ctt N 3' *M!]03S 



WO 2004/065599 PCT/JP2004/000629 

- 14- 

15 mm%^&m.mmm> h & s * y * 9 w-?- ra, Lrp4 y * ^ >^ kk: 

*»W©-sr-*-# y 5? ^ Vtf^ KXta— Xtt; Lrp4 ^mi"S«<t V ± 
5 i&tfW ^ y y-f a ^ PCR tSfe^t-<t 9 WRi-5ii^T?t*. 

Lrp4 <D<2^<£iB?iJ1Mfcg<5VT, #5 * * FX*— 

:/f*fc^Jjfcfc«fc 9 M5t-r 5 £ £: t>T?£ 5o ftfcoS&H&'f© RNA £>*fctM<:£?£ 
i^n^yjJ?^-^ ^7^^ K^*-pSP64 ^n-^^L 

^Lrp4 5t^*fc«Je^--|fP5r3»lRir#AU #AUfcKW«»«:9^7 
10 &^1-5££fc±9#5£fca3-T?#5o pSP64teSP6ya^~^~SratPk<?re 
fcS^ *<0fib> 7T-^T3, T7Xn*- *-&tfRNA 

<%m> 

i$y 9u—r;V$m, ^y^a-t;^ — *l^tfr (scFV) (Hus 

ton et la. (1988) Proc. Natl. Acad. Sci. USA 85: 5879-83; The Pharmacolo 
gy of Monoclonal Antibody, vol. 113, Rosenburg and Moore ed. , Springer Ve 
20 rlag (1994) pp. 269-315), t Mfc#L#\ ^flf&tt&tt (LeDoussal et al. (199 
2) Int. J. Cancer Suppl. 7: 58-62; Paulus (1985) Behring Inst. Mitt. 78: 
118-32; Millstein and Cuello (1983) Nature 305: 537-9; Zimmermann (198 
6) Rev. Physiol. Biochem. Pharmacol. 105: 176-260; Van Dijk et al. (198 
9) Int. J. Cancer 43: 944-9), Mtffc, Fab N Fab' x F(ab' )2, Fc, Fv^tf) 
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«H»gi gst, m^mm(oFP)mt<om^mmtLxm^-r^^t^ 

5 #»B©fl:fttt, (l)^##:l*fctt2©«a»aWl!:J:9= I -K*ii'aaKy 

10 mfrttZtfy (5) BW#:lt^tt2©£te^Jfc^tt*K#I 

tttJ«fc(6)|inE(l)-'(B)©#y^^K©WfJt-C*>9, '> 
&<i:*>8T^/ iBWE*^pt-6# y K©V^ft^K:#LT4*J*ttfc#:# 

15 ^EfcWm, Lrp4 #y - K£L< tt*©*^ Sfctt^ftb&f&m 

P 4 ft y ^7"^ K©^^** * ViL?tT;V^ 5 ^ fr-A* y >"< S> 

§ 5o Lrp4 #y KS:«^1-ST5 y «0aStt^»fc«Et-5 t>©T?t>, 
25 £7da^$Jh/fct>©^fcoTfc&v\ Sbfc^ ljD4*y^^Kl!:ttWEJia« 
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^ y ^IB?iJ/!>> ft 5 V FT, tg<£>*° V Ybm 
^jp^$^5rt«^fl-efe5(Mark et al. (1984) Proc. Natl. Acad. Sci. U 
SA 81: 5662-6; Zoller and Smith (1982) Nucleic Acids Res. 10: 6487-500; 
Wang et al. (1984) Science 224: 1431-3; Dalbadie-McFarland et al. (1982) 
10 Proc. Natl. Acad. Sci. USA 79: 6409-13) o ^LT, Z.<D £ 5 &@B?lJ#-S§-:3 

&tcfe4<DT$;mmi\fe&^xi%L<\*Mm<DT^yM&!K^ wa, m 
^tcum^titcr^ ; mmuz^irz Lrp4 (Dtn.m^mwvtc^v 

Wi#V^^h*%^—Y1r%7$y^?U^}?%<ck%a<D [TMolecular Clon 
ing, A Laboratory Manual 2 nd ed. J (Cold Spring Harbor Press (1989) ), fC 
15 urrent Protocols in Molecular BiologyJ (John Wiley & Sons (1987-1997) 'M 
\Z Section8. 1-8. 5) , Hashimoto-Goto et al. (1995) Gene 152: 271-5, Kunkel 
(1985) Proc. Natl. Acad. Sci. USA 82: 488-92, Kramer and Fritz (1987) M 
ethod. Enzymol. 154: 350-67, Kunkel (1988) Method. Enzymol. 85: 2763-6 

20 \z£V)nZ>Z.kftX'%Z>o 

<H8 7^/«!J(±TOt 8, 10. 12, ■£tc\±l5T$;Wi&mSX±)fr 

^Miy^m gsm^^ if&ftiE^i^, =^,v&tf 
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5 Lrp4 (Dtf y mmt, Lrp4 # V K^#lI1C'I4& ^-ftUf 2?tf> £ 

5 ^J±©i^7Ktt/M7K'l4^^ffi-5^^(Kyte-Doolittle (1982) J. Mol. Biol. 1 
57: 105-22) N r&^&#^1-5#&(Chou-Fasman (1978) Ann. Rev. Biochem 
47: 251-76) \Z.& *) 3f^U & Sjfc^^tfa— zfu?7 J»(Anal. Biochem. 1 
51: 540-6 (1985)), ^fcteMl^T^- F£^L^<^0tt&mm^ 5 PEPSCA 
N i!fe (#^BH 60-500684 &m) %f\^£. 9 HfSi" 5ri^t5 0 
10 Lrp4 ^ y h\ %.Xf# V Fmmt, Lrp4 ■ 

#|;ttfs Lrp4^y^^FI:in vitro T^5t-T5^^ in vitro h9>^^— 
^3y(Dasso and Jackson (1989) Nucleic Acids Res. 17: 3129-44)^©^"^ 
15 Kot, tt?rt* ^V^f rt^^-e^ U KlrlitS r i: ^tt 5 e 

5 (Molecular Cloning, A Laboratory Manual 2 nd ed., Cold Spring Harbo 
r Press (1989) ; Current Protocols in Molecular Biology, John Wiley & Son 

s (1987)). mAistitzm^faftxffiM<Dtfyy.?u*?'}?frft 
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5 i^gi §n5t^x©iM^^tf t ©t^5o m$mw£*? 

UrSfcfcfciSiSl i: K«r S y KEPI'S «fc 9 

iCjfcCP^a-OfHfc WMaK^CATG), ^±=K^(TAAs TAG TGA) <D 

in vitro ^*5it5^y^^F^msrprti^*f5^^-^ p best 

(D&mZMMMCOS* Hela, C127 N 3T3, BHK, HEK293, Bowes * 7 J — % 
20 Vero, Namalwa, Namalwa KJM-1, HBT5637 (#HBBB 63-299 

-e$>5o !b&©&frrt (Susumu (1985) Nature 315: 592-4; Lubon (19 

98) Biotechnol. Annu. Rev. 4: 1-54 fttWtttfrfcfeV^^SE&K 
25 ZmmZ&ZXfeh'j&lX'hy Lrp4#y** l^;^K&#3l£*5fc«>te*WI 
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*<>7Z — .©DNA^Ate, WmXfr* b SrftJ/8 Lfc V #-i?&J&^£ 9 ft 
5 r t 5 (Current Protocols in Molecular Biology, John Wiley & Sons 

(1987) Section 11.4-11.11; Molecular Cloning, A Laboratory Manual 2 nd e 
d., Cold Spring Harbor Press (1989) Section 5. 61-5. 63) 0 ^fci&gfc/SX, 

Lrp4 !J ^7"^ K = — KSS^* *~ £1x1+1" S (Grantham et al. 

(1981) Nucleic Acids Res. 9: r43-74) c Lrp4 tfV'<7'? 
Lr P 4 #y^^KSr=— Ki"S*U^^ KSrlM&rtRi'Srtf t^-efcSs&s. 

W>BJ§S£^4RLfclt-B^W:, DMEM (Virology 8: 396 (1959), MEM (Science 122: 
501 (1952)), RPMI1640Q. Am. Med. Assoc. 199: 519 (1967)), 199(Proc. Soc. 
15 BioL Med. 73: 1 (1950)), IMDII^©ftflfi*ffiV\ &R)£l&ZV 9 Ste9tto3fc$ 
CS)^©rtLfif&«ft&nU pH$j6~8, 30~40t3}C*5V^T 15~200^HU^<D^^r 

a^mm^^<t9^3t$^Lrp4^y-<7 p ^K(i, *-r, #y 
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ftn?$> 5 (Strategies for Protein Purification and Characterization: A Lab 
oratory Course Manual, Marshak et al. ed. , Cold Spring Harbor Laboratory 
Press (1996) ) e HPLC, FPLC moWLfa? W h ?9 7 ^-Sr^WTfi 1 0 - tffi 

5 -o#5. w*.&s gst t^m^m^tvtcWf^^n^^^^y^ 

ffrSWSJl k $>"C#5 (Current Protocols in Molecular Biology, John Wiley 
&Sons (1987) Section 16. 1-16. 19) „ ££>fcs »«UfcaK V K*i»fc 

/sc^hy^^ ^nvM^ hy^i^ /Pf^y^t-f, y^ 

15 /V^y K^^-^^^^V^f^-t-^r ^t>nriBT?fc5o — Lrp4 
<A # y FltUt «\ ±3&<£> Lrp4 *K y K£ilC<fc 5 fc^J&Rtfitfc* 

i^8jfc^8stebn*.T N <<-7<??-*£<dsl 5 iiWkn$m*^x Lrp4 y ^ 

20 flljfctf, ±^£><J: 5 LT^^ttfc Lrp4 <£>^ y K£fcte-t©t&rJt 

<D?f-=¥g, TXff^/K ^btt, fy/^v?-^©t;l^ 

25 ©MB©fMfc^»f bttSo WM<Dfti&W&> miffim* Phosphate-Buf fere 
d Saline(PBS)*fc^a^m7K^T')ii:^ S»U Mi^C7i?a/^ 
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5 -r/^wthxm^xh^u $t>\zmMisX%^xh&\<\ t 

Its IfCurrent Protocols in Molecular BiologyJ (John Wiley & So 

ns (1987) Section 11. 12-11. 13) £ b 5 0 

10 ni&btfi)^vyyy *-/i'<pEG)*$&m^xffli&vx/^'7}) 

1"5 0 IWiaoiH^W:. Mi lstein (Galf re and Milstein (1981) Methods E 
nzymol. 73: 3-46) fclipCTfi^ t b&X% 5 0 * 5 ^ n — ^HBJfi 

(Mimmw)xmmvxM$iir?>o m^, ^^tiit^^v K~r©*a»e>, 

UK UT^e / ? ti -^^Sr#5 0 * fc> £fW$jft2r«fe LT, ITCurrent Prot 
20 ocols in Molecular BiologyJ (John Wiley & Sons (1987) Section 11. 4-11. 1 

i)*&mr?>^bhx%z> 0 

'^79 K-^}4, -€r©flk \zffi$fe £ fc hy>v^& 

in vitro X%MW.&fQ^XS§kfcL* IfflED W^&t b*5fc<£>^tf~^« 
(U26B*)fc»£U t httfr«rSfei-5^^y K~^£#52ffe(#MBg63-l 
25 7688-^<k#)fc£o-C*>#S£ 5 e 3fc> t h&flaffirF© W<- YV 
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t 5 CTO92/03918; W093-02227; W094/02602; W094/2558 

5; W096/33735; W096/34096; Mendez et al. (1997) Nat. Genet. 15: 146-56 

5 * fc, J^^Jlflifcfc&flrfc <t 9 £ f> £ (Borrebaeck and 

Larrick (1990) Therapeutic Monoclonal Antibodies, MacMillan Publishers L 

kfrS (Jones et al. (1986) Nature 321: 522-5; Reichmann et al. (1988) Na 
15 ture 332: 323-9; Presta (1992) Curr. Op. Struct. Biol. 2: 593-6; Methods 
Enzymol. 203: 99-121 (1991) ) 0 

53t^fcfflV^fr^I^|z3Bt-r« r ^prtiT'fc^ (Co et al. , (1994) 
20 J. Immunol. 152: 2968-76; Better and Horwitz (1989) Methods Enzymol. 17 
8: 476-96; Pluckthun and Skerra (1989) Methods Enzymol. 178: 497-515; La 
moyi (1986) Methods Enzymol. 121: 652-63; Rousseaux et al. (1986) 121: 6 
63-9; Bird and Walker (1991) Trends Biotechnol. 9: 132-7 #J$) 0 

£4*£ttft#K:tt, r#g«ft(BsAbK MTXfA <Db)*a*£**b*. & 

%y~7]) y^i"S^&(Paulus (1985) Behring Inst. Mill. 78: 118-32) > (2) 



WO 2004/065599 



PCT/JP2004/000629 



-23- 

and Cuello (1983) Nature 305: 537-9), (3)&fc5*/ * n— 

Rtfmtmfc? (4 @<z> dna) r: £ 9 ^ * ^#ttMmoXttiNU^^ % h 7 

>X7*?>>a>Lft®s -m&&<D-mto&&m^Ztt(Zimermaxm (198 
5 6) Rev. Physio. Biochem. Pharmacol. 105: 176-260; Van Dijk et al. (1989) 
Int. J. Cancer 43: 944-9) ^<fc 19 5 £ t &T*% 5 0 Db 

?m&\z kvmm ztmz^mo 2 *<d & y k«** ^ 

^8IO^j5fel!:J:9f^R-r5ifc#T?#6(Hollig«r et al. 
(1993) Proc. Natl. Acad. Sci. USA 90: 6444-8; EP404097; W093/11161 #Jf)„ 

ffV^ 6 (Antibodies: A Laboratory Manual, Ed Harlow and David Lane, Cold 
Spring Harbor Laboratory (1988)) e MfUfs ^WVfofcOffiMfc'T'vTJ 
yA%%}%1~Z>W&. Hyper D, P0R0S N Sepharose F.F. (Pharmacia) ^(D^fn T 

m^«&(ria). Euskmz.£vmfe-rzzb&x*%z 0 elisa^^^^ 
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r.fciS*t?#5o $Lfc<Dftffl$M6\Z* BIAcore (Pharmacia) ^©T!jJR©^i£H£ 
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A\zMVxmfr&zbK£»tliM&ft5zb#T*%Zo 
*i»|Cj;D«Wibfc0tLrp4^*«6fflUr^ 7B-t>f h y~W9 Lrp4 

frSr^fHUfc F^^I4=a-o yWWWjai:Saifc$*T 65B13 #y 
~ny1ftmmm%m$l-tZ>Z.b&X%Z> 0 65B13ttIg K^wysst^ 
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<Z)fc£\ 65B13 ZlrlstcmMfe**? J V y?tm&^%.bflX^Z> 0 ^rt?, 

65B13 # v -<^f- Y<Dwm^-mm^(o^m m u*: 65B13 ism k-'< ^ 

Lrp4 K-'< 5; y M$i~ l/mmtlBM£R& 65B13 »m \*—'* 5 > 
65B13 m«i-5^n*-^-Sr^Jffl LT*T? £ *>T*t S (fll*.*^ #M 2002-51 

15 B13 KloVvCfc Lrp4 £ mm<D%Wi\Z& 9**9 -^^fl* RTt&T?fc5. 65B13 
oV^T«> s #0 2002-307573 #KlH*teiB«<0ffi#l«r#J£ft"3 £ h # s "t? 

rrTfttfflt5»filW»j?4U<tt, *flg)itlim$£>^R £fctein vitr 
o T#ffcfflNf£*tfc. Fw^yI4=a-0 vSr^tf^liSffi'CfcSo in vitro 

20 \z.miz> K-^^ ^m^a-d ^©^b^^t^ es mm* #ftra*t*B 
r nm&Mcojfmk-KfryJ y 8-509215 11-506930 % 

<£M ; !&0t 2002-522070 #^») , =a-ta 11-509729 
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J&Sr»*i-5*ifet>ftlfen*CV>5(«*¥ 10-509319 ^#) 0 Sfc, <£m^^# 
<7>$B^ 5 GRX 2002-530068 . j&m <0 K ^ ^0^- a - p ^ 

10 4$fcfflRttfc< % flKfc $j|§ft s SSft**, ^?L^ /n= 

#AJ#WaWe>*k -?rtf>J¥£x ±£s ^ 

15 n^J: 5 UT Lrp4 <D#&&imb LT^#£*lfc«te, ^#itltf^> K 

/c^5fe5t^^ALfcK-/^>-0^au-P^iJt-<T, 

5 0 Ltp4©»m**i^fcUTai#$tbfclmia«:, ^<0%%, in vitro t* 

20 ii»§*fc|||2^ttK:«Wli-*ri#T?*5(Bl6). *5SK©Lrp4©^S:« 

25 MM&T'&S r. ^d»e>^ in vitro fc#V>T#:ffl*<0^*8ill1-5 Zk\Z.£V 
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^titcmm^^x, $b\zm&mt±w*<Dv~*-(0i*t£s 65Bi3).& 

fbx%%> 0 

5 «omJ;!)#^^^nvlSS»©»ll> 1X10 3 ~1X10 6 

tt* 3Wlfi©WMR*lHfcSMtr5^^ia3^(stereotaxic surgery) #W 6> 
tbSo *fc, $^ta ^(microsurgery) 9$M&£3MLT*>&1\, = 3.— 
oya^O#fit^^oV>T«, Backlund^(Backlund et al. (1985) J. Neur 
10 osurg. 62: 169-73) % Lindvall ^ (Lindvall et al. (1987) Ann. Neurol. 22: 
457-68K Madrazo^Qladrazo et al. (1987) New Engl. J. Med. 316: 831-4) 
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5 <DMb<DfflT*<Dfefc¥<D%&\''*/l'<Dtt$t\* > •tSUBE^Jfe in situ/M^P^ 
-Tif-i/a >\ y — UVr/o 5/ hW^!) ^-Tif— >a >\ RNA f^yb 
/^yy^^i/ay, jgijg^PCR, RNase^Ts>i?l\ DNA^^P.TV 
-f/^^y^^-Va^ at^Hm^^ff (SAGE; serial analysis of g 
ene expression) (Velculescu et al. (1995) Science 270: 484-7), 

10 :/ U ^ *tf —S' a V (subtractive hybridization) N ftSI£^##f (representa 
tion difference analysis; RDA) (Lisitsyn (1995) Trends Genet. 11: 303-7) 

mm in situ ^4 "f V ?4 3 S^tt* RNA mm^M^WM^ 
* -:/Sr/B \t*tmi>> fcfUH Lfdft RNA tUtft polyA + RNA \m LtW :/ I> ^ 1? 

^l&JC^©»^^jB^5»^*II^S-i^#So RNA©*#£& 

ft in situ /M^y ^r-e-fa y (fish) R^^^M^mWiM^^fi^ 

RNA |E;9tt4bS: in situ t'M»X.5 £ £ % RTtrefc 0 (Femino et al. (19 
20 98) Science 280: 585-90), *&®\Z&\,^Xfflf%1rZ> £ t tf^t 5» 

Sr|-«ClfcdS"T?#So *^"et*> 1 o© RNA ^^©^©T^y 7*- A 
mRNAT^y^^— A&P^5££tf$BrtB-Cfc5 0 Pykett et al. (19 
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94) Hum. Mol. Genet. 3: 55ff-64 4pfc|B«©^rjfeS:#fl8i-*i 5o # 

■frSri^tS. r^T% DNA ^-yzfh ^7^^&#:^®±^y ^ 
* Vtf-^ KSfcttDNA ^-yf^Sl!ll^Lfc/ji©TWe$.5„ fll*. 

JfflfcfxV\ cDNA&#5 0 #6>*bfccUNAtW&«*^^©^^±9* 

20 ^f^/W K-/^ yl^a-n yiiSUI, ^tc\tm 

©jra&gKUdfc*:*-!* =tdT?y4^-%mmu ^mommm^tcit 

25 nmiKM^Xmm^B^RJfc* ft? (Liang et al. (1993) Nucleic Acids Res. 
21: 3269-75) „ 305U*:«3S*t l"GJ "Cfctt^ polyAJS«©Etf^CSr«ronR 
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M%m$imzmmi-z>zb&X'%, tcaj xhti&, tg %w.mz.m<> jdrna 

m<Dmj&bttmmmtx&mmz!$gmz.m$L\sX^z> « cdna a, - 
sage^^, £&(Dm^mm(D%m*mmzm&i-zz.bftx%, t.tcmm 

mmX?) polyA + RNA^'Kffi^^,J:!9ttttl-r5o tf^^^y^dT 
7°7^-£J3l\ lu|SRNAS:cDNA«mU ^SfgmMW^T^Hl 

fitn cDNA 4- 2 ®#f;i5Hj\ **v£*t<&jIf#«:»J* © 2 y =t* ? Vitf- K 

JBBNKtagging enzyme;TE)£ft5 IIS»JPS^(W§PiiJ: 9 20bp^T^H 

dna yjm*T&lWr1r& zk\z.£V, y y*-^a«t cdna mm 

3g*tU yy*-Aftt^B|!l#*«|^ , 9>r-r--«:«ffltTPC»i««i-5. *©*t 
25 i|NB£<lfeF£!> ^-A^BI^^bfc2o<Z>P^@a^J^^(^^^;dita 
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5 * ?K-W&ft%> mRNA ©#&SrP^T S r t 5 0 

i % x*hDNA{3l#£U K7^^-DNA^#^L^V^5t^©#^E^ttj$tb 

KX 9 „ K?>f/«— DNA Lftl^AWftEfllS:^* h DNA $ 5fc<£> DNA 

(^: > Swaroop et al. (1991) Nucleic Acids Res. 19: 1954 Yasunaga et a 
1. (1999) Nature Genet. 21: 363-9 £ £ 5„ 

20 RDA PCR SrfUffl Lfc, K9^/<-DNA fc#&LfcV^;* h DNA ^tf>ia?0 

*&W\Z.&^XH^ZZ.tftT*%?> 0 XV&Mft^mz^Xtiis Lisitsyn (19 
95) Trends Genet. 11: 303-7 Schutte et al. (1995) Proc. Natl. Acad. 
Sci. USA 92 : 5950-4 £#j$-t"5 - b &X*% 5 D 
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15 ^T^W^^^D-W bttSo 
20 

<Lrp4 n$8LW$iMJT> 

Lrp4 ^Jlliili. Lrp4 ©St^BWSr^Jffl LT^ 7 A DNA 5&> 

25 ±^mm^m^mmm^,nm, (1993) PP . 362-374) &$&\x*h9, m 

^T'tSo -^l-s a^©3»afW«««W:N m&frOS' ^tf> 15~100b P> 
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0*U<fi3O~5Obp^7 e P-^DNA £ LTf Ijffl LT> ff J A DNA y^zfy V~ 

3tft?©5l3SIW i WWKWt^ Neural Network fC^P ^9 A (http: //www, fruit 
10 fly, org. /seq_tools/promoter. html ; Reese et al. , Biocomputing: Proceeding 
s of the 1996 Pacific Symposium, Hunter and Klein ed. , World Scientific 
Publishing Co. , Singapore, (1996)) £J^T^M1"5 r t 5„ £ bK, 
^IWfW#©8H^/h¥&&^ffli"5 yvJfyJ* (http://biosci. cbs. umn. edu. 
/sof tware/proscan/promoter scan, htm ; Prestridge (1995) J. Mol. Biol. 249: 
15 923-32) h&%H~?&> 9 s ffli^s 5. 

Z<D£?KLXW.M£tltc, Ltp43t«?©»3B««tt, in vivo *T?#8M*itffi 

20 <Lrp4 ^^t-i-S JJ # ;/ K> 

Lr P 4 # y ra^mai >r v&w-r s r. t a>e>> 5c^^*5v>t»m 

K^^ii^a-oyCin vivo s ex vivo ^ in vitro fc*5tt5$Wfc&lW 
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wir&<D\zfflRv% 5 psmm*hz>o Lrp4 ^ y kk:*h-s v v<om 

^•K^(J. Mol. Biol. 222: 301-10 (1991)) W^tlSo 

10 

<Lrp4 0^^J$IJ> 

#3§BJ1K: J; «9 x Lr P 4 ^^^jhtuco Xif5iltiii^« 
X— itttlESSSSfLS n ^pj t,^§lltr £ N Lrp4 tfSlMffflJ&<£>i#?it 
W^a-oy©^ ^^M^LTV^S^^^^ettfCo tot, Lrp4 
15 m.fc*<D : %$L : fcB.%1rZ>h(W%s M^S4=a-P^© in vivo N ex viv 
o&tfin vitro ^»t5^fkS:0J»1 _ S©^ffl*etSRriBtt* s *>S. 

RNA (small interfering RNA; s iRNA) ifi^lfbfl'&o fct, *3SW»r.©J:5 

zzm^mmm, (2) rna y * 7— et-£ 9^$*b5«0fwiB^-^» 

J»«fcfc<0/M , :/!J y W&fciSfcWIW* (3)#^ORNA £<£>/MVy y 

vi&i&k zzfemsm, (4) ^ > y-^y y^^m-f ^ y y w 
fifcm ±$*:/?>f i'^aiftu (5)^>^7^ y y-A^«wa^©/N^^y * k 

25 ^(CiS^^-f W^JWftk (6)mRNA bO'^-fV V HE&fcfcJ:** mRNA O 

toiss^©#?T£Ptt!k (7) tr y tctetf y a ttjpgwft b y 
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pp. 319-347 (1993) ) e 

15 ft < b h 15bp £*_L N L < lOObp £Lh, £ h * L < « 500bp SLhT**) 
«9®^3000bp^|^ N #?£L<te2000bp£U*K «fc 9 0* L < tt lOOObp £JtftC9$( 

#£L<»95%£U:|R!-Tfc3. Z<D£5t£T>"?±>'XmMfts Lrp4#y* 
^V^-f-KSr^x ^^^o^^—b^fe (Stein (1988) Nucleic Acids Res. 1 
20 6: 3209-21)^531 <£ 9 £ i: 5 C 

If-f A(large ribozyme) Jt^*— /H^ ^if 4 A (small liboyme) I^^S^So 
fx 5 ^v-y I -Y y h a y RNA, (2) g B^^-f y T s> M#3£&& 
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Z>-mi%KJ&-?ft o Jf;v~-7 II J s h n y RNA, RmVM&frMfcJ&fcXZ tR 
fc*H/t\ *^-/wytfiJV.M* N Jt«»/h$3fcflBi¥te<40bpW[)^fc?». R 

5 /vy «M£tt> /n^— KM (Koizumi et al. (1988) FEBS Lett. 228: 

225), -"^7 trVSKBuzayan (1986) Nature 323: 349; Kikuchi and Sasaki (19 
92) Nucleic Acids Res. 19: 6751; (1992Mtfi* £ £#3 30: 112)^<£>y^ 

j&s&fcn?fc»K Wittfx y^f i V^^«^^^^i©3£<<ORNAiB^Ji: 

UA *W«L-C«II5rf •!/ KM y tfMf-f A £#5 CI £ ^Tt 3 (Koizum 

i et al. (1988) FEBS Lett. 228: 225; /bm^Xfijtig^ Wom&mm 
8^35: 2191; Koizumi et al. (1989) Nucleic Acids Res. 17: 7059) 0 

15 ikuchi and Sasaki (1992) Nucleic Acids Res. 19: 6751; ^»(1992)^i 
§=m 30: 112) o 

wwi-sfc*^ vfpD-f^ tt;^/^> r^/ite#!M/wMg©9 

20 aked DNA LT ex vivo in vivo $fcfc«fc 0 Mf^l&aifc/l^S - £ t> 

1998 j» A fc*5V NT RNA P)±^JM L^l H»£ 5 (RNA 

(Fire et al. (1998) Nature 391: 806-11) 0 RNA ^#2:^ — MM 
©Al RNA SrHBia^A-t-S £ J: 9 s HQ lM*flBB?!l«rlM"S RNA 
25 Sm^-Cfe^o t©t«l-J:!)> RNA RNA INT uy«/y^©3i*tt, 

^R6^omRNAO#^ t^h^^^/^ !M/W*«gs©*£flefc*lH-5 
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m#nitib<DimMffi^tozzk&7F&£tix^z>o mzx\z, #<©3t^=F© 

&&&$M1rZ>itlb<D y y—Jl'bLX* Z^WKRNA (small interfering RNA;siRN 

a) mm £tix& v > m%<ommmfe^<vmmuit sirna &j^t*t 

KJ: vm&lttM • mrs#tfet>*W3*va^5. siRNA 

5 ^^mRNA^^^rPlWi-SPl^^ #fcRS§^V\ siRNAte, 

Otea>b«ftmKNA bmKmWC&X-OX? K^*^fi"S. #f£L<«, 15 

~75^, J; 9£f£ L<te 18-5010, S 6,Rl#*b<ta: 20-26 

T'#5o Mi^ siRNA RNA -*m±te=- Ki"* DNA 

L> siRNA t 0 ^«5t^^i-^-^il RNA LT«ftT^m£ii:5 r. £ tf* 

15 <^** — t>tMH-&;h/tV5 (^J^ff, RNAi-Ready pSIREN Vector, RNAi-Ready p 
SIREN-RetroQ Vector (BD Biosciences Clontech)) 0 

siRNA OtiHBSBffllts $IxJ^n Ambion website (http://www.ambion.com/techl 
ib/misc/siRNA_f inder. html) <D*V tf a-* — ^9 vCKtH-S - 

HlieM siRNA JJ— =y^i-6fc«>0^y b (#]&#> BD Knock 

20 out RNAi System (BD Biosciences Clontech)) ^fcTtJARSftTliS *)Mf%*SW>Xh 

So 

Hl», WlUJIilF^^ FRUfriz 

25 zeled i<\ LDLa:LDL VttZ-Y * 4^S. SR:**^ v^- V-*"f9 — 
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m 2 B\ Lrp4 RXf Shh <D mRNA tf> E12. 5 ^ ?*|M^ffl&tflMtfc*5ff 
Sr in situ ^ zf V a ^ fcfc <fc D «W Lfcat**:^ W*C fc So 

H3tt, Lrp4, Shh, fnVyt Kn*V?~ £<TH), JkX$ NCAM © mRNA (D El 
2 . 5 ^ r> * iftlUKfflfc&rt in situ /v* ^!l^1?-*/a yfcfc: J: 9 # 

5 ffL^fcvtW-eks. 

®4tt, Lrp4 W't'lSI-^JtS^m^^— ^ZmttblZiFlrm-ehZo VZ: ven 
tricular zone, ML: mantle layer c 

H5te, K^^; >^^-^-ny^^^^*^C0^^*5ft5 Lrp4 s 6 
5B13, TH, NCAM RU« DAT ©|Sm^a4:^W^-r@t?*)S„ 
10 HI 6 » % # Lrp4 tftffc&fflV^ K~/< ^ ^it^fuI^IBJ^^gi 

HI 7 ft, bT4©n«NA©E12.5^^^^^S^I^»tS^3gSrin situ/M' 

C:A©*jHfifcS*e©»fffio D:Lrp4 % Shh &t^n v-i/t K 
15 P **sy — £ (TH) <£> mRNA © E12. 5 v 4>J®l^fi!l^*5it S^^1" 0 

®8te, ES»d^Oin vitro fM? — P ^$Hfc^fc*5tt5 Lr 

p4 ©^fcov^TjjM". ±tt\ ES K— yl^a-p ^o^b 

&;g&a;ft)fc73*1-B-ea!><5. T^?Xft> sdia^j:9 Es»i9 

a y&#ttflli*U I^WSraioT Lrp4 ©»^«r RT-PCR jfeTfU^fcJS* 

20 &^-r 0 

25 1. Fw^y|^a-P yfffggm^m^jt^^mgl^iB^^f 

F— 5 y|4=a-n ^Wlia#^^jt^^¥il"r5fe«){C x E12. 5 
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y(N-RDA)^(C i V) mfeVtCo ¥SILfc^^)-o«Lrp4/Corin Sr=i- Ki"5 c 
DNA»f^T*fcofc 0 Lrp4 II 3U0dr»a6SCfca- (HI Do 

5 (l)N-RDAjfe 

(1)-1. T?~79-<Dim 

ris^y ^^i/tfF^r=-D^^t ioo #m ^Mbfco 

(ad2: ad2S+ad2A > ad3: ad3S+ad3A, ad4: ad4S+ad4A % ad5: ad5S+ad5A N adl3: 
adl3S+adl3A) 

10 ad2S: cagctccacaacctacatcattccgt (IB£0#^5) 

ad2A: acggaatgatgt (|B^!J#-^- : 6) 

ad3S: gtccatcttctctctgagactctggt (@B^J#-^-:7) 

ad3A: accagagtctca (IB#J#^:8) 

ad4S: ctgatgggtgtcttctgtgagtgtgt (fB?!]#-^-:9) 
15 ad4A: acacactcacag (IB^'JIHt* : 10) 

ad5S: ccagcatcgagaatcagtgtgacagt dE^UH^H) 

ad5A: actgtcacactg(IB?IJ#-5§": 12) 

adl3S : gtcgatgaacttcgactgtcgatcgt (@B^!J#-^: 13) 

adl3A: acgatcgacagt (BB^IIHt" :14) 
20 (l)-2. cDNA^ 

B#SLC iOA^Lfc^** 12.5 BUS* 0 ffllffl^5 ttiU SfefclMK 

#1*1 K 2 o<0SS8efc:SU 0 #ttfc 0 RNeasy mini kit (Qiagen) IrffiV^T^ RNA £iS 

JKU cDNA synthesis kit (TAKARA) StJU^TH^II cDNA Sr^Lfe. ftQBWff 

RsalTHIIftL*:©^ ad2«rfMHU ad2S ^I'fy-i *?"—h LT N lBfvf^A'© 
25 PCR-ecDNA^rltifilUfCo JtNB&fttt 72tre5#>r ^*a^- h Lfd^ 94°CT? 

30 fK 65°CT? 30 $\ 72<CT? 2 15 f"-f >7 /UfrV\ fc&fi: 72'CT? 
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2 y^-a^ b Lfc 0 N-RDA <D PCR fti-^T^T^^W^^ofc 



lOXExTaq 5/il 
2. 5mM dNTP 4/i 1 

ExTaq 0. 25 /i 1 
5 100 juM primer 0. 5 U 1 

cDNA 2//1 

^©7K 38.25^1 
(1) -3. Driver <D*fe% 



ad2S T?liifil Lfc cDNA ^^^K5^4^ PCR l?^! Lfco *f ipI^Fte 9 
10 4°CT'2^^^^-^— hbfd#, 94°C-e30# N 65^1? 30 &t*72 , C-e2# 
<£&Jfo£ 5 1M^/WtV\ S&fc 72°C-C 2 ^3^^- b Lfc Q Qiaquick PC 
R purification kit (Qiagen) ^ffiV>T cDNA U RsaHfrfbLfco 1 HI© 

^ b 7 * ^ a yfc 3 n g T o^ffi Ltc 0 
(D-4. Tester ©flag 

1 5 ad2S T?it$lLfc cDNA £ $ h 5 f->f ^ ;V<D PCR TfJid Lfc 0 JtH^H: 94°C 
t2^^^Mfc|, 94°CT? 30 GBtTCSOSgK 72 0 Cre 2 

5 f-^f #;Vft\,\ 72 < Ct? 2 $K V^a^— h Lfco Qiaquick PCR 

purification kit (Qiagen) 4rffiV^"C cDNA IrtlU Rsal 8S<fc Lfc 0 60ng <£> Rs 
al #fb cDNA ad3 &tf2JH Ltc 0 
20 (l)-5. f-^ h^v-a idling 

±15 3 ^ 4 T?fNK Lfc Tester &£Tfi Driver U / 

lxPCR buffer 1/zl te$g#Lfc. 98t)5#<^ lxPCR buffer+lM NaCl 1 
/*1 £#D;ifco $5,^9 8^5^©!!, 6 8°C-C 16 tm^J 7*9 ^XStt 
^-f 7V? 4*% cDNA % ad3S ^'fy^ *?—k LT 10 ^ /KZ> PCR 1? 
25 itifgtfc^ (72t;T5#>f fLfctK 94°CT 30 5g\ 65°CT* 30 # s & 

72 < C"C 2 lOiN^/Hrofc) s Mung Bean Nuclease (TAKARA) *C 
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MffcU Qiaquick PCR purification kit ^iSUfc e $ b\Z. 13 1M ? /1><D PCR 
•CJSWLfc. i#II&m*94tn?2#>f y*»^-hLfc$L 94^30^ 65°C 
T?30g\ 72°CT? 2 #<£>®££ 13 1M ?MtV\ S&fc 72^-? 2 $H i"* 

5 (l)-6. 

ffhJPisa > 1 ®B*t?iglILfc cDNA 8ng Kl 2xPCR buffer 1 j» 1 Sr^PX-fco 
98°C5$K>^ lxPCR buffer+lM NaCl 2/i 1 %Mk1t* $£>IC9 8^C5#tf># N 

/^^y ^X£i3:fccDM£RsaIT#ffcU Qiaquick PCR purification ki 
10 t -eflfSHLfco r.tbSr ad3S 11 1M PCR T^iLfc^ 

(94°CT? 2 ftjy* a. M,fc&* 94 < CT*30£!\ eS^-eSO^, &tF72°CT?2 
ft<Dm&% U f">f *MtV\ 72t)T* 2 $H y^r^.^- b Lfc) Rsal "CM 

>fbU ad4 SrfiDPL fc e 
(l)-7. ^hy^^a>2mn 
1 5 ±|B 6 T? ad4 SrttiR Lfo cDNA 20ng & Tester £ Lt\ ±15 3 Driver t 
U £ S> ±13 5 £ mm<Djym-T?y-7 h7*isa yfrfti fc 0 ft&ttfc Rsal 
mit Lfc cDNA {C ad5 Lfc 0 
(l)-8. ^h9^^3^3Hlg 
±|B 7 1? ad5 SrfajR V1t cDNA 2ng £ Tester b LT N ±1E 3 © Driver t 

fflfc Lfc cDNA adl3 SrfrJP Lfc e 
(l)-9. f-^h^^^a V4|EiB 
JhfB 8 T? adl3 <Sr#2lR Lfc cDNA 2ng £ Tester £ UT X ±1B 3 <E> Driver 

25 pCRII (Invitrogen)^^o-^^^U ABI3100 ^~^*T^^1^-£ffl^ 
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#Cfc, hrpim-B^^r^Toyu hr3-/Hc<t?) in situ ^ 7* V ?J 

5 £1\ 12.5 BESrOCT-C&SU J¥£ 16/*m ©*N^*«rSI^*fRRL 

fc 0 * y4 K#7 X±T*Wk$1k1tffiz. 4%PFA TSffl 30 #Hg@5£Lfc 0 PBS T* 
?5fe#-Lfc^ W^y^if— ^a^ (1 a g/mlDIG RNA :/n 
T ^ h\ 5xSSC, 1%SDS, 50/zg/ml yeast RNA, 50^g/ml Heparin) &65^T? 40 
^mn-otCo *<D&* Wfr (50%*/Kk7*^ K 5xSSC, 1%SDS) £65^?^ 
10 RNase MM (5 # g/ml RNase) 5 ^W^o tc 0 0. 2xSSC T 65 g.(Dffifr, lxT 

BST T^fi<£>$fc}#-<£>©1b, -fvy^y? (Blocking reagent: Roche) <HTofc< 

r/v^y 7^-^7t^-^«^:digs:#: (dako) zmstsit, Wfr (ixtbst, 

2mM Levamisole) NBT/BCIP (DAKO) £ LT3&fe£*fc 0 

in situ/N-f^y^^-^ai/{J:J:5^m^©^^ K~/*5yg£=«. 
15 -a y©3§£-f 5H#$l-efc5 E12. 5 T\ Lrp4 tef flgto^Mk ^itfc/WC© 

h ^-#^1fH^T*&5Jg&(floor plate) 

\^m^X*h%> £ £ ^ a^fto fc (HI 2^7) 0 *Jim2 Shh 3S^i|&© f 

20 ^a-n ^©J&IH'— # 5 NCAM t JtiR Lfc^ Lrp4 NCAM 
RfettommCVentricular Zone (VZ)) P^©iimHUii»T^o^o ^kfcK 
-/nv=a-ay©-7-^-T*fcSfPv'yt Ko:¥V7~£ (tyrosine hydr 
oxylaseJTH) <D$m>b it^rT 5 £ N TH (mantle layer (ML) ) 

25 %foX*om^mm$K±K--$cLX^tcmzRXJi7) 0 -j&^ffif (neural tu 
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m-<m^(om.\mm^tzL<o^\z.^mir^^bt^^fix\^ 0 tot, k- 
>m$i~~—xi i/(Dmmum$., "M$mm$i,<D~t<fom<D vz ^xmmu 

5 (I34^5) e 

3. es mux v Mmmvtc k-^s ^m^^-p ytc&frs Ln>4 g>#§sa 

ES m%&% in vitro 1? K-/^ >m±~~~vyfcMmW£l£tcm&fc 
Lrp4 a> £ 5 L fc e 

10 £-f x SDIA& (Kawasaki et. al. (2000) Neuron 28(1): 31-40) V) ES 

anna** K-^^y^oL-ti^^kfi^fToyb (®8_h#M) o mm®** 

6, 8, 10, 12 Bm^tl^mm%mUU RNeasy mini kit (Qiagen) £JlV> 
T total RNA U RT-PCR ^rff ofc e RT-PCR fc&V^Tte, McWK l/ig©t 

otal RNA (C^tLT, RNA PCR kit(TaKaRa) £Jll^T cDNA <8^£*Tofc 0 -<^5 
15 *>10ng, lng, 0An g m^fr<D cWA%mMfcm^X&T<DfcJ&%kX*PCR %ft<>tc 0 



lOXExTaq 2//1 

2. 5mM dNTP 1. 6 u 1 

ExTaq 0. 1 a 1 

100/xM #0.2/zl 

20 cDNA ljt/1 

S^tK 14.9^1 



94°C-C 2 ^-r^^r 3. >Lfc^ 94°Ct?30#, 65°C-e30#, &tf72°C-e2 
^K^Sr 35 f--T * M?V\ S^fc 72°CT 2 $M ^a*<— j- Lfc e 

25 Lrp4: TAGTCTACCACTGCTCGACTGTAACG / CAGAGTGAACCCAGTGGACATATCTG 
TH: GTTCCCAAGGAAAGTGTCAGAGTTGG / GAAGCTGGAAAGCCTCCAGGTGTTCC 
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DAT: CTCCGAGCAGACACCATGACCTTAGC / AGGAGTAGGGCTTGTCTCCCAACCTG 

*UT, RT-PCR \ZL&ZftWM$r<Dffi%:, Lrp4fiES« (CCE) &&T$X ]>P 
~**BI6 (PA6) fcttaai/T^fcV^ £flfti*®lltJk THi^^40|^ 

-/*$>~^~X2lsMMmmmmtmX»fJ:<, in vitro T?ES««J;!9^bfl^ 
Lfc ^mmmm^m^mir^m^h Lrp4 te^-tf-i: L 

10 0H±OflJffiOqTtltt 

J.O— Lrp4 ^BJ&fc&ttS^ Lrp4 

#k m^htcm^(D^h^mmm\^^xmmi-^m^x-h'oxh, in vit 
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5 (DiB^J##:i Sfctt 2 ©^SiB?iJ(^#6«j^^@B^J 

10 (4) ia?'J#-5§-: 1 * fcte 2 ©JfigfBflia* * 5 # V X ? Ffc^tLT-X h 

y ^ h ft&#T*TW ^ y ^ XfS^SIH^J 

(5) ±13(1)- (4) ©ISWJif < £ -bmmhtc 15 *ft£&3trt&3£ffi?!l 
2 . £TF<£> (1) ~ (6) d»fe«R*tl/8 *° I? KfcSffStWk 

15 (2)E#l#-^:3 *fc«4|2^T5 y^E?!l^fc^5^y K 

/ MIB?ija> £> ft 5 # y K 

5 / Wt&X&s jfAs g& £ tt^ $ frfcT =• / MftBB50d> £> ft 5 * y F 
20 (5)gB#!#-t:l *fctt2 ©JiaeE^IMl*ie9ftB?!lK:#b*C^ b y 

h ^y ^ x-rsm^ia^ £ 93- ks*l5# y ^t 0 ^ k 

(6) ±fB(l)~(5)©#y-<^K©»f>T-efc9, 4>ft< ^t>8T^/^a^ 
fc^l-SaKy^^K 
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(1) BtJfc® 3 * fcf* 4 !Efc<£> M 5 a— n ^tup» 5:51^1-5 

(2) ±|B(1) {cisv>T^§^fcS&^ia^#i-SXS 

(3) ±|B(2) lc*5V^-Ci*ilSJx*:WW»«a«r, 3H^ifc&©=a-*^-;fr 
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m i 
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3/8 



PCT/JP2004/000629 



£0/54 




Shh 



NCAM 
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M4 



4/8 
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5/8 

MS 
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PA6 



^ O SDIA 

Q- O 4 6 8 10 12 
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JC14Rec'dPCT7PT0 22 JUL 2005 

1/3 5 
SEQUENCE LISTING . 

<110> Eisai Co. , Ltd. 

<120> Lrp4/Corin dopaminergic neuronal marker 

<130> E1-A0211P 

<150> JP 2003-016790 
<151> 2003-01-24 

<160> 14 

• <170> Patentln version 3. 1 

<210> 1 

<211> 4864 

<212> DNA 

<213> Mus musculus 

<400> 1 

ctagtcccca ggcagacggt ccctcactcc tgtggcttgg cgtcggagac gctggcagtc 60 
atgggcaggg tttccttcag cgttcgggtc agctccgtgc ggagagcccg ctgctcttgt 120 



cctgggcgat gctacctctc ctgcagagtc cctccaacca ccgccctccg tgcactgaac 180 
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ggtcttggct gcgcgggggt tccgggggag actgcaggtg gagccgtcgg acccggcccc 240 

ttggggaccc gtggcttcct ctccgggtcc aagttccagg ctcccggcag ctggaaggat 300 

tgctttggag ccccgcctgc tccagacgtc ttgagagcag acaggagcgt gggcgagggc 360 

tgtcctcaga agctggtgac tgctaacttg ctgcgcttcc tcctgctggt gctcatcccc 420 

tgcatctgcg ccctcatcgt gctgctggcc atcctgctgt cctttgtggg aacattaaaa 480 

agggtttatt tcaaatcaaa tgacagtgaa cctttggtca ctgatgggga agctcgagtg 540 

cctggtgtta ttcctgtaaa tacagtttat tatgagaaca caggggcgcc ctctctgccc 600 

cccagccagt ccactccagc ctggacaccg agagctcctt ctccagagga ccagagtcac 660 

aggaacacaa gcacctgcat gaacatcact cacagccagt gtcaaattct gccctaccac 720 

agcacgttgg cacctctctt gccaattgtc aaaaacatgg acatggagaa gttcctcaag 780 

ttcttcacgt acctccatcg cctcagttgc tatcaacata tcctgctctt cggctgtagc 840 

ctcgccttcc ctgagtgcgt tgttgatggc gatgacaggc atggtcttct accctgtaga 900 

tctttctgtg aggctgcaaa agaaggatgc gaatctgtcc tgggaatggt gaactcctcc 960 
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tggccggatt ccctcagatg ctctcagttt agggaccaca ctgagactaa cagcagtgtc 1020 



agaaagagct gcttctcact gcagcaggaa catggaaagc aatcactctg tggagggggc 1080 



gagagcttcc tgtgtaccag cgggctctgc gtccccaaga agctgcagtg taacggctat 1140 



aatgactgtg atgactggag cgacgaggcg cattgcaact gcagcaagga tctgtttcac 1200 



tgtggcacag gcaagtgcct ccactacagc ctcttgtgtg atgggtacga tgactgtggg 1260 



gacccgagtg acgagcaaaa ctgtgattgt aatctcacaa aagagcatcg ctgtggagat 1320 



gggcgctgca ttgcggctga gtgggtgtgc gatggggacc atgactgtgt ggacaagtct 1380 



gatgaggtca actgctcttg tcacagccag ggcctggtgg aatgcacaag tggacagtgc 1440 



atccctagca ccttccagtg tgatggggac gaagactgta aggatgggag tgacgaggag 1500 



aactgcagtg acagtcagac gccatgtcca gaaggagaac agggatgctt tggcagttcc 1560 



tgcgtcgaat cctgtgctgg tagctctctg tgtgactcag acagcagcct gagtaactgc 1620 



agtcaatgtg agcccatcac tttggaactc tgcatgaatt tgctctacaa ccatacacat 1680 



tatccaaatt accttggcca cagaactcaa aaggaagcgt ccatcagctg ggagtcatcc 1740 
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cttttccctg cccttgtaca aaccaactgt tacaaatacc tcatgttttt cgcttgcacc 1800 



attttggttc caaagtgtga tgtgaataca ggacaacgca tcccgccttg cagactcctg 1860 



tgtgagcact ccaaagagcg ctgtgagtct gttctgggaa tcgttggcct gcagtggcct 1920 



gaagacaccg actgcaatca atttccagag gaaagttcag acaatcaaac ttgcctcctg 1980 



cccaatgaag atgtggaaga atgctctccg agtcacttca aatgccgctc gggacgatgc 2040 



gttctgggct ccaggagatg tgacggccag gctgactgtg acgacgacag tgacgaggag 2100 



aactgtggtt gtaaagagag agctctttgg gaatgtccat ttaataagca atgtctgaag 2160 



catacattaa tctgcgatgg gtttccagat tgtccagaca gtatggatga aaaaaactgc 2220 



tcattttgcc aagacaatga gctggaatgt gccaaccatg agtgtgtgcc gcgtgacctt 2280 



tggtgcgacg gatgggtcga ctgctcagac agttctgatg aatggggctg tgtgaccctc 2340 



tctaaaaatg ggaactcctc ctcattgctg actgttcaca aatctgcaaa ggaacaccac 2400 



gtgtgtgctg acggctggcg ggagacgttg agtcagctgg cctgcaagca gatgggttta 2460 



ggagaaccgt ctgtgaccaa gctgatccca ggacaggaag gccagcagtg gctgaggttg 2520 
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taccccaact gggagaatct caatgggagc accttgcagg agctgctggt atacaggcac 2580 



tcctgcccaa gcagaagtga gatttccctt ctgtgctcca agcaagactg tggccgccgc 2640 



cctgctgccc gaatgaacaa gaggatcctt gggggtcgga ctagtcgtcc tgggaggtgg 2700 



ccgtggcagt gctctctgca gagtgaaccc agtggacata tctgtggctg tgtcctcatt 2760 



gccaagaagt gggtcctgac agttgcccat tgctttgaag ggagagaaga cgctgatgtt 2820 



tggaaagtgg tatttggcat aaacaacctg gaccatccat caggcttcat gcagacccgc 2880 



tttgtgaaga ccatcctgct acatccccgt tacagtcgag cagtggtaga ctatgatatc 2940 



agcgtggtgg agctgagcga tgatatcaat gagacaagct acgtcagacc tgtctgccta 3000 



cccagtccgg aggagtatct agaaccagat acgtactgct acatcacagg ctggggccac 3060 



atgggcaata aaatgccctt taagctgcag gagggagagg tccgcattat ccctctggag 3120 



cagtgccagt cctattttga catgaagacc atcaccaatc ggatgatctg tgctggctat 3180 



gagtctggca ccgtggactc ctgcatggga gacagcggtg ggcctctggt ttgtgaacga 3240 



cccggaggac agtggacatt atttggttta acttcatggg gctccgtctg cttttccaaa 3300 
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gttctgggac ctggagtgta cagcaatgtg tcttactttg tgggctggat tgaaagacaa 3360 



atatatatcc agacctttct ccaaaagaaa tcccaaggat aatcagagac tttgtgggga 3420 



aacctacatg gagaatgacc ctctgaaaca gaagcttgtc ctgccaagag ctgtacgaac 3480 



aggcgtttca cggacaggac gctcaacatg caccgcaaga tctctcctgt ttgtgctaga 3540 



tgagttttac tcaggcttta atctctttca acattatcat ttattaattt catgaatcct 3600 



tttaaaagca cagagcaaag taggttttgt tattttgcta ggctaacctt gaatgtagtg 3660 



tgcaattacc aacccataga gacatttgga gctctagggt aacaagttat agaaagctcc 3720 



ttttattact actacaagac acacacggag atacacgctg actgatctcc agtttctgct 3780 



taagcccagt ggcttagggg gcacatttca gaactgatct tggagactgg cttttaattt 3840 



gtagaaagcc aagagaatat atatgctttt attatttact ctactcttct aaataacttg 3900 



aagaaatcat gaaagacaga gaaaggaccc acagtgttga tctagacagt tgaagttgca 3960 



agaatgtaaa attctctagc caaccaaact aacactctga agtaagtaga attctatcct 4020 



ttctgtattc aaattaagct taaaatctcc accagatttg ttcccgttac tgggaatttt 4080 
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cggagtatgt cacttagatg actgtgatgt caaaagccag gtcaatcctt gaggaaataa 4140 



tttgtttgct tatgtgggaa tgaataagaa tctttccatt ccgcaaaaca cacaaattaa 4200 



aaaggagaaa aaaaattaaa taacattcca cacccaatta attctgaaaa ttagtctgct 4260 



tgtattcacc caaaacagaa aagttacaga aatatatttc aaagtgcagc aaaatgttgc 4320 



atggagtata taacattttg caatttcccc ctcatgatgt ctaacatccg. gtattgccat 4380 



ttgcctcatt gataattaaa actaaatttt aaggatgctt ttaagcactg ggccacttta 4440 



tgggaatcaa ttcccaaagc aattagtggt tacaagtatt ttttcccact aaaaagtttc 4500 



aaaacacaaa ccttcatact aaattaatta gccagacatg aactatgtaa catgcaaatg 4560 



cctttttgaa caagtaggat gcactgttaa acttcaccag caaccaaact gcctcagtat 4620 



tgcttacagg gactacctgc aattttatat gtgtattttg tactcttttt ctagatagtt 4680 



caaatgcaaa acattgtttc aacccctatt ctccatgttg ttcacctctt gtcctggaat 4740 



ttgttacaaa gtgtgtgtag caaatgattg tactgcggtc aggactatat gaaggtttag 4800 



gaccatcggg tcggttttgt tataattgtt ggcacataat taataaaata tttttagcat 4860 
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tggg 4864 



<210> 2 

<211> 4933 

<212> DNA 

<213> Homo sapiens 

<400> 2 

aaatcatccg tagtgcctcc ccgggggaca cgtagaggag agaaaagcga ccaagataaa 60 

agtggacaga agaataagcg agacttttta tccatgaaac agtctcctgc cctcgctccg 120 

gaagagcgct accgcagagc cgggtcccca aagccggtct tgagagctga tgacaataac 180 

atgggcaatg gctgctctca gaagctggcg actgctaacc tcctccggtt cctattgctg 240 

gtcctgattc catgtatctg tgctctcgtt ctcttgctgg tgatcctgct ttcctatgtt 300 

ggaacattac aaaaggtcta ttttaaatca aatgggagtg aacctttggt cactgatggt 360 

gaaatccaag ggtccgatgt tattcttaca aatacaattt ataaccagag cactgtggtg 420 

tctactgcac atcccgacca acacgttcca gcctggacta cggatgcttc tctcccaggg 480 
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gaccaaagtc acaggaatac aagtgcctgt atgaacatca cccacagcca gtgtcagatg 540 

ctgccctacc acgccacgct gacacctctc ctctcagttg tcagaaacat ggaaatggaa 600 

aagttcctca agtttttcac atatctccat cgcctcagtt gctatcaaca tatcatgctg 660 

tttggctgta ccctcgcctt ccctgagtgc atcattgatg gcgatgacag tcatggactc 720 

ctgccctgta ggtccttctg tgaggctgca aaagaaggct gtgaatcagt cctggggatg 780 

gtgaattact cctggccgga tttcctcaga tgctcccagt ttagaaacca aactgaaagc 840 

agcaatgtca gcagaatttg cttctcacct cagcaggaaa acggaaagca attgctctgt 900 

ggaaggggtg agaactttct gtgtgccagt ggaatctgca tccccgggaa actgcaatgt 960 

aatggctaca acgactgtga cgactggagt gacgaggctc attgcaactg cagcgagaat 1020 

ctgtttcact gtcacacagg caagtgcctt aattacagcc ttgtgtgtga tggatatgat 1080 

gactgtgggg atttgagtga tgagcaaaac tgtgattgca atcccacaac agagcatcgc 1140 

tgcggggacg ggcgctgcat cgccatggag tgggtgtgtg atggtgacca cgactgtgtg 1200 

gataagtccg acgaggtcaa ctgctcctgt cacagccagg gtctggtgga atgcagaaat 1260 
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ggacaatgta tccccagcac gtttcaatgt gatggtgacg aggactgcaa ggatgggagt 1320 

gatgaggaga actgcagcgt cattcagact tcatgtcaag aaggagacca aagatgcctc 1380 

tacaatccct gccttgattc atgtggtggt agctctctct gtgacccgaa caacagtctg 1440 

aataactgta gtcaatgtga accaattaca ttggaactct gcatgaattt gccctacaac 1500 

agtacaagtt atccaaatta ttttggccac aggactcaaa aggaagcatc catcagctgg 1560 

gagtcttctc ttttccctgc acttgttcaa accaactgtt ataaatacct catgttcttt 1620 

tcttgcacca ttttggtacc aaaatgtgat gtgaatacag gcgagcgtat ccctccttgc 1680 

agggcattgt gtgaacactc taaagaacgc tgtgagtctg ttcttgggat tgtgggccta 1740 

cagtggcctg aagacacaga ttgcagtcaa tttccagagg aaaattcaga caatcaaacc 1800 

tgcctgatgc ctgatgaata tgtggaagaa tgctcaccta gtcatttcaa gtgccgctca 1860 

ggacagtgtg ttctggcttc cagaagatgt gatggccagg ccgactgtga cgatgacagt 1920 

gatgaggaaa actgtggttg taaagagaga gatctttggg aatgtccatc caataaacaa 1980 

tgtttgaagc acacagtgat ctgcgatggg ttcccagact gccctgatta catggacgag 2040 
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aaaaactgct cattttgcca agatgatgag ctggaatgtg caaaccatgc gtgtgtgtca 2100 

cgtgacctgt ggtgtgatgg tgaagccgac tgctcagaca gttcagatga atgggactgt 2160 

gtgaccctct ctataaatgt gaactcctct tcctttctga tggttcacag agctgccaca 2220 

gaacaccatg tgtgtgcaga tggctggcag gagatattga gtcagctggc ctgcaagcag 2280 

atgggtttag gagaaccatc tgtgaccaaa ttgatacagg aacaggagaa agagccgcgg 2340 

tggctgacat tacactccaa ctgggagagc ctcaatggga ccactttaca tgaacttcta 2400 

gtaaatgggc agtcttgtga gagcagaagt aaaatttctc ttctgtgtac taaacaagac 2460 

tgtgggcgcc gccctgctgc ccgaatgaac aaaaggatcc ttggaggtcg gacgagtcgc 2520 

cctggaaggt ggccatggca gtgttctctg cagagtgaac ccagtggaca tatctgtggc 2580 

tgtgtcctca ttgccaagaa gtgggttctg acagttgccc actgcttcga ggggagagag 2640 

aatgctgcag tttggaaagt ggtgcttggc atcaacaatc tagaccatcc atcagtgttc 2700 

atgcagacac gctttgtgaa gaccatcatc ctgcatcccc gctacagtcg agcagtggtg 2760 

gactatgaca tcagcatcgt tgagctgagt gaagacatca gtgagactgg ctacgtccgg 2820 



WO 2004/065599 PCT/JP2004/000629 

1 2/3 5 

cctgtctgct tgcccaaccc ggagcagtgg ctagagcctg acacgtactg ctatatcaca 2880 

ggctggggcc- acatgggcaa taaaatgcca tttaagctgc aagagggaga ggtccgcatt 2940 

atttctctgg aacattgtca gtcctacttt gacatgaaga ccatcaccac tcggatgata 3000 

tgtgctggct atgagtctgg cacagttgat tcatgcatgg gtgacagcgg tgggcctctt 3060 

gtttgtgaga agcctggagg acggtggaca ttatttggat taacttcatg gggctccgtc 3120 

tgcttttcca aagtcctggg gcctggcgtt tatagtaatg tgtcatattt cgtcgaatgg 3180 

attaaaagac agatttacat ccagaccttt ctcctaaact aattataagg atgatcagag 3240 

acttttgcca gctacactaa aagaaaatgg ccttcttgac tgtgaagagc tgcctgcaga 3300 

gagctgtaca gaagcacttt tcatggacag aaatgctcaa tcgtgcactg caaatttgca 3360 

tgtttgtttt ggactaattt ttttcaattt attttttcac cttcattttt ctcttatttc 3420 

aagttcaatg aaagacttta caaaagcaaa caaagcagac tttgtccttt tgccaggcct 3480 

aaccatgact gcagcacaaa attatcgact ctggcgagat ttaaaatcag gtgctacagt 3540 

aacaggttat ggaatggtct cttttatcct atcacaaaaa aagacataga tatttaggct 3600 
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gattaattat ctctaccagt ttttgtttct caagctcagt gcatagtggt aaatttcagt 3660 

gttaacattg gagacttgct tttctttttc tttttttata ccccacaatt cttttttatt 3720 

acacttcgaa ttttagggta cacgagcaca acgtgcaggt tagttacata tgtatacatg 3780 

tgccatgttg gtgtgctgaa cccagtaact cgtcatttga tttattaaaa gccaagataa 3840 

tttacatgtt taaagtattt actattaccc ccttctaatg tttgcataat tctgagaact 3900 

gataaaagac agcaataaaa gaccagtgtc atccatttag gtagcaagac atattgaatg 3960 

caaagttctt tagatatcaa tattaacact tgacattatt ggacccccca ttctggatgt 4020 

atatcaagat cataatttta tagaagagtc tctatagaac tgtcctcata gctgggtttg 4080 

ttcaggatat atgagttggc tgattgagac tgcaacaact acatctatat ttatgggcaa 4140 

tattttgttt tacttatgtg gcaaagaact ggatattaaa ctttgcaaaa gagaatttag 4200 

atgagagatg caatttttta aaaagaaaat taatttgcat ccctcgttta attaaattta 4260 

tttttcagtt ttcttgcgtt catccatacc aacaaagtca taaagagcat attttagagc 4320 

acagtaagac tttgcatgga gtaaaacatt ttgtaatttt cctcaaaaga tgtttaatat 4380 
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ctggtttctt ctcattggta attaaaattt tagaaatgat ttttagctct aggccacttt 4440 

acgcaactca atttctgaag caattagtgg taaaaagtat ttttccccac taaaaaactt 4500 

taaaacacaa atcttcatat atacttaatt taattagtca ggcatccatt ttgcctttta 4560 

aacaactagg attccctact aacctccacc agcaacctgg actgcctcag cattccaaat 4620 

agatactacc tgcaatttta tacatgtatt tttgtatctt ttctgtgtgt aaacatagtt 4680 

gaaattcaaa aagttgtagc aatttctata ctattcatct cctgtccttc agtttgtata 4740 

aacctaagga gagtgtgaaa tccagcaact gaattgtggt cacgattgta tgaaagttca 4800 

agaacatatg tcagttttgt tacagttgta gctacatact caatgtatca acttttagcc 4860 

tgctcaactt aggctcagtg aaatatatat attatactta ttttaaataa ttcttaatac 4920 

aaataaaatg gta 4933 

<210> 3 

<211> 1113 

<212> PRT 

<213> Mus musculus 
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<400> 3 

Met Gly Arg Val Ser Phe Ser Val Arg Val Ser Ser Val Arg Arg Ala 
15 10 15 

Arg Cys Ser Cys Pro Gly Arg Cys Tyr Leu Ser Cys Arg Val Pro Pro 
20 25 30 

Thr Thr Ala Leu Arg Ala Leu Asn Gly Leu Gly Cys Ala Gly Val Pro 
35 40 45 

Gly Glu Thr Ala Gly Gly Ala Val Gly Pro Gly Pro Leu Gly Thr Arg 
50 55 60 

Gly Phe Leu Ser Gly Ser Lys Phe Gin Ala Pro Gly Ser Trp Lys Asp 
65 70 75 80 

Cys Phe Gly Ala Pro Pro Ala Pro Asp Val Leu Arg Ala Asp Arg Ser 
85 90 95 

Val Gly Glu Gly Cys Pro Gin Lys Leu Val Thr Ala Asn Leu Leu Arg 
100 105 110 

Phe Leu Leu Leu Val Leu lie Pro Cys He Cys Ala Leu lie Val Leu 
115 120 125 

Leu Ala He Leu Leu Ser Phe Val Gly Thr Leu Lys Arg Val Tyr Phe 
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130 



135 



140 



Lys Ser Asn Asp Ser Glu Pro Leu Val Thr Asp Gly Glu Ala Arg Val 
145 150 155 160 

Pro Gly Val He Pro Val Asn Thr Val Tyr Tyr Glu Asn Thr Gly Ala 
165 170 175 

Pro Ser Leu Pro Pro Ser Gin Ser Thr Pro Ala Trp Thr Pro Arg Ala 
180 185 190 



Pro Ser Pro Glu Asp Gin Ser His Arg Asn Thr Ser Thr Cys Met Asn 
195 200 205 

He Thr His Ser Gin Cys Gin He Leu Pro Tyr His Ser Thr Leu Ala 
210 215 220 

Pro Leu Leu Pro He Val Lys Asn Met Asp Met Glu Lys Phe Leu Lys 
225 230 235 240 

Phe Phe Thr Tyr Leu His Arg Leu Ser Cys Tyr Gin His He Leu Leu 
245 250 255 



Phe Gly Cys Ser Leu Ala Phe Pro Glu Cys Val Val Asp Gly Asp Asp 
260 265 270 



WO 2004/065599 



PCT/JP2004/000629 



17/3 5 

Arg His Gly Leu Leu Pro Cys Arg Ser Phe Cys Glu Ala Ala Lys Glu 
275 280 285 

Gly Cys Glu Ser Val Leu Gly Met Val Asn Ser Ser Trp Pro Asp Ser 
290 295 300 

Leu Arg Cys Ser Gin Phe Arg Asp His Thr Glu Thr Asn Ser Ser Val 
305 310 315 320 

Arg Lys Ser Cys Phe Ser Leu Gin Gin Glu His Gly Lys Gin Ser Leu 
325 330 335 

Cys Gly Gly Gly Glu Ser Phe Leu Cys Thr Ser Gly Leu Cys Val Pro 
340 345 350 



Lys Lys Leu Gin Cys Asn Gly Tyr Asn Asp Cys Asp Asp Trp Ser Asp 
355 360 365 

Glu Ala His Cys Asn. Cys Ser Lys Asp Leu Phe His Cys Gly Thr Gly 
370 375 380 

Lys Cys Leu His Tyr Ser Leu Leu Cys Asp Gly Tyr Asp Asp Cys Gly 
385 390 395 400 



Asp Pro Ser Asp Glu Gin Asn Cys Asp Cys Asn Leu Thr Lys Glu His 
405 410 415 
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Arg Cys Gly Asp Gly Arg Cys He Ala Ala Glu Trp Val Cys Asp Gly 
420 425 430 

Asp His Asp Cys Val Asp Lys Ser Asp Glu Val Asn Cys Ser Cys His 
435 440 445 

Ser Gin Gly Leu Val Glu Cys Thr Ser Gly Gin Cys He Pro Ser Thr 
450 455 460 

Phe Gin Cys Asp Gly Asp Glu Asp Cys Lys Asp Gly Ser Asp Glu Glu 
465 470 475 480 

Asn Cys Ser Asp Ser Gin Thr Pro Cys Pro Glu Gly Glu Gin Gly Cys 
485 490 495 

Phe Gly Ser Ser Cys Val Glu Ser Cys Ala Gly Ser Ser Leu Cys Asp 
500 505 510 

Ser Asp Ser Ser Leu Ser Asn Cys Ser Gin Cys Glu Pro He Thr Leu 
515 520 525 

Glu Leu Cys Met Asn Leu Leu Tyr Asn His Thr His Tyr Pro Asn Tyr 
530 535 540 

Leu Gly His Arg Thr Gin Lys Glu Ala Ser lie Ser Trp Glu Ser Ser 
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545 550 555 560 

Leu Phe Pro Ala Leu Val Gin Thr Asn Cys Tyr Lys Tyr Leu Met Phe 
565 570 575 

Phe Ala Cys Thr He Leu Val Pro Lys Cys Asp Val Asn Thr Gly Gin 
580 585 590 

Arg He Pro Pro Cys Arg Leu Leu Cys Glu His Ser Lys Glu Arg Cys 
595 600 605 

Glu Ser Val Leu Gly He Val Gly Leu Gin Trp Pro Glu Asp Thr Asp 
610 615 620 

Cys Asn Gin Phe Pro Glu Glu Ser Ser Asp Asn Gin Thr Cys Leu Leu 
625 630 635 640 

Pro Asn Glu Asp Val Glu Glu Cys Ser Pro Ser His Phe Lys Cys Arg 
645 650 655 

Ser Gly Arg Cys Val Leu Gly Ser Arg Arg Cys Asp Gly Gin Ala Asp 
660 665 670 



Cys Asp Asp Asp Ser Asp Glu Glu Asn Cys Gly Cys Lys Glu Arg Ala 
675 680 685 
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Leu Trp Glu Cys Pro Phe Asn Lys Gin Cys Leu Lys His Thr Leu He 
690 695 700 

Cys Asp Gly Phe Pro Asp Cys Pro Asp Ser Met Asp Glu Lys Asn Cys 
705 710 715 720 

Ser Phe Cys Gin Asp Asn Glu Leu Glu Cys Ala Asn His Glu Cys Val 
725 730 735 

Pro Arg Asp Leu Trp Cys Asp Gly Trp Val Asp Cys Ser Asp Ser Ser 
740 745 750 

Asp Glu Trp Gly Cys Val Thr Leu Ser Lys Asn Gly Asn Ser Ser Ser 
755 760 765 

Leu Leu Thr Val His Lys Ser Ala Lys Glu His His Val Cys Ala Asp 
770 775 780 

Gly Trp Arg Glu Thr Leu Ser Gin Leu Ala Cys Lys Gin Met Gly Leu 
785 790 795 800 

Gly Glu Pro Ser Val Thr Lys Leu He Pro Gly Gin Glu Gly Gin Gin 
805 810 815 



Trp Leu Arg Leu Tyr Pro Asn Trp Glu Asn Leu Asn Gly Ser Thr Leu 
820 825 830 
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Gin Glu Leu Leu Val Tyr Arg His Ser Cys Pro Ser Arg Ser Glu lie 
835 840 845 

Ser Leu Leu Cys Ser Lys Gin Asp Cys Gly Arg Arg Pro Ala Ala Arg 
850 855 860 

Met Asn Lys Arg He Leu Gly Gly Arg Thr Ser Arg Pro Gly Arg Trp 
865 870 875 880 

Pro Trp Gin Cys Ser Leu Gin Ser Glu Pro Ser Gly His He Cys Gly 
885 890 895 

Cys Val Leu He Ala Lys Lys Trp Val Leu Thr Val Ala His Cys Phe 
900 905 910 

Glu Gly Arg Glu Asp Ala Asp Val Trp Lys Val Val Phe Gly He Asn 
915 920 925 

Asn Leu Asp His Pro Ser Gly Phe Met Gin Thr Arg Phe Val Lys Thr 
930 935 940 

He Leu Leu His Pro Arg Tyr Ser Arg Ala Val Val Asp Tyr Asp He 
945 950 955 960 

Ser Val Val Glu Leu Ser Asp Asp He Asn Glu Thr Ser Tyr Val Arg 
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965 970 975 

Pro Val Cys Leu Pro Ser Pro Glu Glu Tyr Leu Glu Pro Asp Thr Tyr 
980 985 990 

Cys Tyr He Thr Gly Trp Gly His Met Gly Asn Lys Met Pro Phe Lys 
995 1000 1005 

Leu Gin Glu Gly Glu Val Arg lie He Pro Leu Glu Gin Cys Gin 
1010 1015 1020 

Ser Tyr Phe Asp Met Lys Thr He Thr Asn Arg Met He Cys Ala 
1025 1030 1035 

Gly Tyr Glu Ser' Gly Thr Val Asp Ser Cys Met Gly Asp Ser Gly 
1040 1045 1050 

Gly Pro Leu Val Cys Glu Arg Pro Gly Gly Gin Trp Thr Leu Phe 
1055 1060 1065 

Gly Leu Thr Ser Trp Gly Ser Val Cys Phe Ser Lys Val Leu Gly 
1070 1075 1080 



Pro Gly Val Tyr Ser Asn Val Ser Tyr Phe Val Gly Trp He Glu 
1085 1090 1095 
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Arg Gin He Tyr He Gin Thr Phe Leu Gin Lys Lys Ser Gin Gly 

1100 1105 1110 



<210> 4 

<211> 1042 

<212> PRT 

<213> Homo sapiens 

<400> 4 

Met Lys Gin Ser Pro Ala Leu Ala Pro Glu Glu Arg Tyr Arg Arg Ala 
1 5 10 15 

Gly Ser Pro Lys Pro Val Leu Arg Ala Asp Asp Asn Asn Met Gly Asn 
20 25 30 

Gly Cys Ser Gin Lys Leu Ala Thr Ala Asn Leu Leu Arg Phe Leu Leu 
35 40 45 

Leu Val Leu He Pro Cys He Cys Ala Leu Val Leu Leu Leu Val He 
50 55 60 

Leu Leu Ser Tyr Val Gly Thr Leu Gin Lys Val Tyr Phe Lys Ser Asn 
65 70 75 80 



Gly Ser Glu Pro Leu Val Thr Asp Gly Glu He Gin Gly Ser Asp Val 
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85 90 95 

He Leu Thr Asn Thr He Tyr Asn Gin Ser Thr Val Val Ser Thr Ala 
100 105 110 

His Pro Asp Gin His Val Pro Ala Trp Thr Thr Asp Ala Ser Leu Pro 
115 . 120 125 

Gly Asp Gin Ser His Arg Asn Thr Ser Ala Cys Met Asn He Thr His 
130 135 140 

Ser Gin Cys Gin Met Leu Pro Tyr His Ala Thr Leu Thr Pro Leu Leu 
145 150 155 160 

Ser Val Val Arg Asn Met Glu Met Glu Lys Phe Leu Lys Phe Phe Thr 
165 170 175 

Tyr Leu His Arg Leu Ser Cys Tyr Gin His lie Met Leu Phe Gly Cys 
180 185 190 

Thr Leu Ala Phe Pro Glu Cys He He Asp Gly Asp Asp Ser His Gly 
195 200 205 



Leu Leu Pro Cys Arg Ser Phe. Cys Glu Ala Ala Lys Glu Gly Cys Glu 
210 215 220 
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Ser Val Leu Gly Met Val Asn Tyr Ser Trp Pro Asp Phe Leu Arg Cys 
225 230 235 240 

Ser Gin Phe Arg Asn Gin Thr Glu Ser Ser Asn Val Ser Arg He Cys 
245 250 255 

Phe Ser Pro Gin Gin Glu Asn Gly Lys Gin Leu Leu Cys Gly Arg Gly 
260 265 270 

Glu Asn Phe Leu Cys Ala Ser Gly lie' Cys He Pro Gly Lys Leu Gin 
275 280 285 

Cys Asn Gly Tyr Asn Asp Cys Asp Asp Trp Ser Asp Glu Ala His Cys 
290 295 300 

Asn Cys Ser Glu Asn Leu Phe His Cys His Thr Gly Lys Cys Leu Asn 
305 310 315 320 

Tyr Ser Leu Val Cys Asp Gly Tyr Asp Asp Cys Gly Asp Leu Ser Asp 
325 330 335 

Glu Gin Asn Cys Asp Cys Asn Pro Thr Thr Glu His Arg Cys Gly Asp 
340 345 350 



Gly Arg Cys He Ala Met Glu Trp Val Cys Asp Gly Asp His Asp Cys 
355 360 365 
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Val Asp Lys Ser Asp Glu Val Asn Cys Ser Cys His Ser Gin Gly Leu 
370 375 380 

Val Glu Cys Arg Asn Gly Gin Cys lie Pro Ser Thr Phe Gin Cys Asp 
385 390 395 400 

Gly Asp Glu Asp Cys Lys Asp Gly Ser Asp Glu Glu Asn Cys Ser Val 
405 410 415 

He Gin Thr Ser Cys Gin Glu Gly Asp Gin Arg Cys Leu Tyr Asn Pro 
420 425 430 

Cys Leu Asp Ser Cys Gly Gly Ser Ser Leu Cys Asp Pro Asn Asn Ser 
435 440 445 

Leu Asn Asn Cys Ser Gin Cys Glu Pro He Thr Leu Glu Leu Cys Met 
450 455 460 

Asn Leu Pro Tyr Asn Ser Thr Ser Tyr Pro Asn Tyr Phe Gly His Arg 
465 470 475 480 

Thr Gin Lys Glu Ala Ser He Ser Trp Glu Ser Ser Leu Phe Pro Ala 
485 490 495 

Leu Val Gin Thr Asn Cys Tyr Lys Tyr Leu Met Phe Phe Ser Cys Thr 
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500 505 510 

lie Leu Val Pro Lys Cys Asp Val Asn Thr Gly Glu Arg He Pro Pro 
515 520 525 

Cys Arg Ala Leu Cys Glu His Ser Lys Glu Arg Cys Glu Ser Val Leu 
530 535 540 

Gly He Val Gly Leu Gin Trp Pro Glu Asp Thr Asp Cys Ser Gin Phe 
545 550 555 560 

Pro Glu Glu Asn Ser Asp Asn Gin Thr Cys Leu Met Pro Asp Glu Tyr 
565 570 575 

Val Glu Glu Cys Ser Pro Ser His Phe Lys Cys Arg Ser Gly Gin Cys 
580 585 590 

Val Leu Ala Ser Arg Arg Cys Asp Gly Gin Ala Asp Cys Asp Asp Asp 
595 600 605 

Ser Asp Glu Glu Asn Cys Gly Cys Lys Glu Arg Asp Leu Trp Glu Cys 
610 615 620 



Pro Ser Asn Lys Gin Cys Leu Lys His Thr Val He Cys Asp Gly Phe 
625 630 635 640 
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Pro Asp Cys Pro Asp Tyr Met Asp Glu Lys Asn Cys Ser Phe Cys Gin 
645 650 655 

Asp Asp Glu Leu Glu Cys Ala Asn His Ala Cys Val Ser Arg Asp Leu 
660 665 670 

Trp Cys Asp Gly Glu Ala Asp Cys Ser Asp Ser Ser Asp Glu Trp Asp 
675 680 685 

Cys Val Thr Leu Ser He Asn Val Asn Ser Ser Ser Phe Leu Met Val 
690 695 700 

His Arg Ala Ala Thr Glu His His Val Cys Ala Asp Gly Trp Gin Glu 
705 710 715 720 

He Leu Ser Gin Leu Ala Cys Lys Gin Met Gly Leu Gly Glu Pro Ser 
725 730 735 

Val Thr Lys Leu He Gin Glu Gin Glu Lys Glu Pro Arg Trp Leu Thr 
740 745 750 



Leu His Ser Asn Trp Glu Ser Leu Asn Gly Thr Thr Leu His Glu Leu 
755 760 765 



Leu Val Asn Gly Gin Ser Cys Glu Ser Arg Ser Lys He Ser Leu Leu 
770 775 780 
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Cys Thr Lys Gin Asp Cys Gly Arg Arg Pro Ala Ala Arg Met Asn Lys 
785 790 795 800 

Arg lie Leu Gly Gly Arg Thr Ser Arg Pro Gly Arg Trp Pro Trp Gin 
805 810 815 

Cys Ser Leu Gin Ser Glu Pro Ser Gly His lie Cys Gly Cys Val Leu 
820 825 830 

He Ala Lys Lys Trp Val Leu Thr Val Ala His Cys Phe Glu Gly Arg 
835 840 845 

Glu Asn Ala Ala Val Trp Lys Val Val LeU Gly lie Asn Asn Leu Asp 
850 855 860 

His Pro Ser Val Phe Met Gin Thr Arg Phe Val Lys Thr He He Leu 
865 870 875 880 

His Pro Arg Tyr Ser Arg Ala Val Val Asp Tyr Asp He Ser He Val 
885 890 895 

Glu Leu Ser Glu Asp He Ser Glu Thr Gly Tyr Val Arg Pro Val Cys 
900 905 910 

Leu Pro Asn Pro Glu Gin Trp Leu Glu Pro Asp Thr Tyr Cys Tyr He 



WO 2004/065599 



PCT/JP2004/000629 



3 0/3 5 

915 920 925 

Thr Gly Trp Gly His Met Gly Asn Lys Met Pro Phe Lys Leu Gin Glu 
930 935 940 

Gly Glu Val Arg He He Ser Leu Glu His Cys Gin Ser Tyr Phe Asp 
945 950 955 960 

Met Lys Thr He Thr Thr Arg Met He Cys Ala Gly Tyr Glu Ser Gly 
965 970 975 

Thr Val Asp Ser Cys Met Gly Asp Ser Gly Gly Pro Leu Val Cys Glu 
980 985 990 

Lys Pro Gly Gly Arg Trp Thr Leu Phe Gly Leu Thr Ser Trp Gly Ser 
995 1000 1005 

Val Cys Phe Ser Lys Val Leu Gly Pro Gly Val Tyr Ser Asn Val Ser 
1010 1015 1020 

Tyr Phe Val Glu Trp He Lys Arg Gin He Tyr He Gin Thr Phe Leu 
1025 1030 1035 1040 



Leu Asn 
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<210> 5 
<211> 26 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence : adapter for 
cDNA amplification 

<400> 5 

cagctccaca acctacatca ttccgt 26 

<210> 6 
<211> 12 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence : adapter for 
cDNA amplification 



<400> 6 
acggaatgat gt 
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32/35 

<210> 7 
<211> 26 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence adapter for 
cDNA amplification 

<400> 7 

gtccatcttc tctctgagac tctggt 26 

<210> 8 
<211> 12 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence adapter for 
cDNA amplification 



<400> 8 
accagagtct ca 



12 
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<210> 9 
<211> 26 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence : adapter for 
cDNA amplification 

<400> 9 

ctgatgggtg tcttctgtga gtgtgt 26 

<210> 10 
<211> 12 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence adapter for 
cDNA amplification 

<400> 10 



acacactcac ag 
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<210> 11 
<211> 26 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence adapter for 
cDNA amplification 

<400> 11 

ccagcatcga gaatcagtgt gacagt 26 

<210> 12 
<211> 12 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence adapter for 
cDNA amplification 



<400> 12 
actgtcacac tg 



12 



WO 2004/065599 



PCT/JP2004/000629 



3 5/3 5 

<210> 13 
<211> 26 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence : adapter for 
cDNA amplification 

<400> 13 

gtcgatgaac ttcgactgtc gatcgt 26 

<210> 14 
<211> 12 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence adapter for 
cDNA amplification 



<400> 14 
acgatcgaca gt 



12 
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